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АННОТАЦИЯ
Актуальность. Решение проблемы антибиотикорезистентности (АБР) и продолжающегося распространения 

штаммов с множественной лекарственной устойчивостью является стратегической задачей практического 
здравоохранения . Важным инструментом совершенствования антимикробной фармакотерапии наряду с активным 
поиском новых эффективных лекарственных соединений может служить детальное изучение первопричины 
возникновения и влияния внеклеточной среды на молекулярные механизмы устойчивости бактерий 
к химиопрепаратам .

Цель. Проанализировать литературу, посвященную молекулярным механизмам противомикробной защитной 
стратегии бактериальной клетки от воздействия лекарственных средств и перспективным стратегиям борьбы 
с антибиотикоустойчивыми возбудителями .

Материалы и методы. Выполнен поиск и анализ научной литературы за последние 5 лет в базах PubMed, 
eLibrary, Europe PMC, WoS, CyberLeninka и др . Поисковые запросы включали следующие сочетания слов: 
для русскоязычных публикаций — проблема АБР, экологические факторы антибиотикочувствительности, механизмы 
резистентности, гены резистентности, мобильные генетические элементы; для англоязычных публикаций — 
antibiotic resistance evolution, antibiotic resistance genes, antibiotic resistance in biofilms, transmission of antibiotic 
resistance . Проанализировано 100 источников литературы, опубликованных за период 2018–2022 гг ., из них в обзор 
вошло 44 .

Анализ отечественных и зарубежных источников показал, что значительная роль в развитии АБР микро-
организмов отведена ферментативной бета-лактамазной активности, специфическим защитным белкам 
микроорганизмов, а также способности патогенных штаммов к формированию биопленок . Кроме того, по результатам 
исследований основным источником генов резистентности предстает окружающая среда, где происходит 
перенос генов АБР между представителями разных таксонов бактерий . Перспективными направлениями в борьбе 
с антибиотикоустойчивыми возбудителями являются математическое моделирование, синтетическая биология, 
фаговая терапия .

Заключение. В современных исследованиях тенденция АБР среди микроорганизмов представляется серьезной 
эволюционной и экологической проблемой . Бесконтрольное и необоснованное использование на сегодняшний 
день антибактериальных препаратов в медицине, ветеринарии и сельском хозяйстве спровоцировало активизацию 
известных к настоящему моменту механизмов защитной стратегии бактериальной клетки, вызвав усиление 
адаптивной способности бактериальных патогенов и распространение штаммов с множественной лекарственной 
устойчивостью . Также в обзоре приводятся данные о разнообразных стратегиях, направленных на решение 
проблемы АБР .
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ABSTRACT
INTRODUCTION: Solution to the problem of antibiotic resistance (ABR) and the continuing spread of multidrug 

resistant strains is a strategic task of practical healthcare . An important tool for improving antimicrobial pharmacotherapy,  
along with active search for new effective drug compounds, can be a detailed investigation of the prime cause of the 
emergence and effect of the extracellular environment on the molecular mechanisms of bacterial resistance to 
chemotherapeutic drugs .

AIM: Analysis of the literature devoted to the molecular mechanisms of antimicrobial defense strategy of the bacterial 
cell against the effect of medical drugs, and to promising strategies of combating antibiotic-resistant agents .

MATERIALS AND METHODS: A search and analysis of the scientific literature was conducted in PubMed, eLibrary, 
Europe PMC, WoS, CyberLeninka and other databases for the last 5 years . The search queries included the following 
word combinations: for Russian-language publications the problem of ABR, environmental factors of antibiotic sensitivity, 
resistance mechanisms, resistance genes, mobile genetic elements; for English-language publications: antibiotic 
resistance evolution, antibiotic resistance genes, antibiotic resistance in biofilms, transmission of antibiotic resistance .  
A total of 100 literature sources published from 2018 to 2022 have been analyzed, of which 44 were included in the review .

An analysis of domestic and foreign sources showed that a significant role in the development of ABR in microorganisms 
is assigned to enzymatic beta-lactamase activity, specific protective proteins of microorganisms, as well as the ability of 
pathogenic strains to form biofilms . Besides, according to the results of studies, the main source of resistance genes is 
the environment, where the transfer of ABR genes between representatives of different bacterial taxa occurs . Promising 
areas in the fight against antibiotic-resistant pathogens are mathematical modeling, synthetic biology, phage therapy .

CONCLUSION: In modern studies, the tendency of microorganisms to ABR presents a serious evolutionary and 
ecological problem . The uncontrolled and unjustified current use of antibacterial drugs in medicine, veterinary medicine 
and agriculture provoked the activation of the mechanisms of bacterial cell defense known by the moment, and caused 
enhancement of the adaptive capacity of bacterial pathogens and spread of multidrug resistant strains . The review also 
provides data on various strategies aimed at solving the ABR problem .
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INTRODUCTION
The leading place among the most promising classes 

of pharmaceutical preparations and the most important 
achievements in medicine rightfully belongs to antibiotics 
that marked the beginning of the ‘golden era’ since the 
discovery of penicillin by A . Flemming in 1928 [1, 2] . The 
uncontrolled and unjustified current use of antibacterial 
drugs in medicine, veterinary medicine and agriculture 
provoked the activation of the protective mechanisms 
of bacterial strains, and, as a consequence, an increase 
in the diversity of antibiotic-resistant pathogens, that 
entailed a high level of morbidity and mortality [1, 3, 4] .

Pathogens with extremely high resistance and 
virulent properties include agents of infectious 
diseases of humans and animals: Staphylococcus 
aureus, Streptococcus pneumoniae, Klebsiella 
pneumoniae, Pseudomonas aeruginosa, bacteria of the 
Enterobacteriaceae family, etc . [5, 6] .

According to published data from the World Health 
Organization for 2019, mortality from infections caused 
by antibiotic-resistant strains amounted to 700 thousand 
people . According to forecasts for 2050, this figure will 
increase to 20 million, with economic losses of more 
than 2 .9 trillion dollars [1] .

Solving the problem of antibiotic resistance (ABR) 
and continuing dissemination of multidrug-resistant 
strains is a strategic task of practical healthcare . To 
improve antimicrobial pharmacotherapy, along with 
an active search for new effective drug compounds, 
it is necessary to study in detail the root cause of the 
emergence and impact of the extracellular environment 
on the molecular mechanisms of bacterial resistance to 
chemotherapeutic drugs [3, 7] .

The aim of this study to analyze the literature  
devoted to the molecular mechanisms of defense strategy 
of the bacterial cell against the effect of medical drugs, 
and to promising strategies of combating antibiotic-
resistant agents .

LIST OF ABBREVIATIONS
 

ABR — antibiotic resistance
CRISPR-Cas — clustered regularly interspaced short palindromic 
repeats, CRISPR-associated proteins 
DNA — deoxyribonucleic acid
sRNA — small untranslated ribonucleic acid 

MATERIALS AND METHODS
A search for full-text articles in Russian and English 

published in the period 2018–2022 was conducted in 
PubMed, eLibrary, Europe PMC, WoS, CyberLeninka 
databases . Initially, the title and abstract were  
screened, and in case of insufficient information content, 
the full text of the article was studied . A total of 100 
literature sources were analyzed, 44 of them were 
included in the review . The obtained data were structured 
by areas: the basic mechanisms of antibacterial 
resistance, environmental factors that influence the 
development and spread ABR, strategies for combating 
antibiotic-resistant pathogens . Priority publications 
included investigations of the genetic, evolutionary 
and ecologic aspects of the emergence of the bacterial 
defense mechanisms . 

Main Mechanisms of Antibacterial Resistance

Some microorganisms initially possess the drug 
resistance (native resistance), in others it develops  
as a result of random mutations (acquired resistance) 
[8] . The current knowledge is that the antibacterial 
resistance mechanisms are based on: 

1) principle of activation of efflux pumps and 
removal of antibiotics from the microbial cell, which 
conditions the emergence of polyresistant strains in 
many kinds of microorganisms [9] . Thus, for example, 
Bmr efflux pumps found in B. subtilis, block the effects 
of chloramphenicol, puromycin, ethidium bromide, 
rhodamine and tetraphenylphosphone . The best studied 
efflux pumps in S. aureus are QacA and QacB consisting 
of 514 amino acid residues with mass of 55 kDa and 
extruding monovalent and bivalent cationic drugs, 
diamidines and biguanidines [9];

2) modification of the structure of medical drugs . 
An example of the resistance strategy is the ability 
of pathogenic strains of K. pneumoniae, E. coli,  
P. aeruginosa to hydrolyze beta-lactam antibiotics  
by beta-lactamase enzymes of the microbial cell [9];
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3) modification of an alternative target molecule 
for antibacterial agents, most often associated 
with mutations of ribosomes and disruption of their 
functioning, for example, methylation of 23S rRNA  
in actinomycetes avilamycin producers, is mediated  
by three genes encoding methyltransferase [2, 7, 10] .

Beta-lactam drugs. It is worth considering in  
more detail the beta-lactam drugs (penicillins, 
cephalosporins, carbapenems, monobactams, etc .) one 
of the most effective, low-toxic and proven classes  
of antibiotics . Annual expenses on this group of drugs 
amount to more than 15 billion dollars, which makes 
65% of the entire pharmaceutical market [11, 12] . It 
was during the use of beta-lactams that the alarming 
phenomenon of antibiotic resistance was encountered, 
which is associated with the rapid evolution of 
microorganisms' own beta-lactamases [13] . About 2000 
beta-lactamase enzymes of molecular class A have 
been identified, most of which were found in various 
bacteria of the genera and orders Bacillus, Clostridium, 
Nocardia, Nocardiopsis, Staphylococcus, Enterococcus 
and Streptomyces, Bacteroidetes, Bacteroidales, 
Chitinophagales, Cytophagales, Flavobacteriales and 
Sphingobacteriales and belong to certain functional 
types: TEM, CTX-M, KPC and CARBA [14] .

Mycobacteria’s own mechanisms of protection 
against drug effects also include enzymatic beta-
lactamase activity . Class A beta-lactamases (BlaC и Bla 
Mab), produced by mycobacterial agents (M. tuberculosis, 
M. abscessus, M. fortuitum), possess extended range  
of action (beta-lactamases of extended range), degrade 
cephalosporins and are less sensitive to clavulanic  
acid [14] . The M. tuberculosis genome contains regions 
coding for beta-lactamase and also synthesizing MfpA 
protein target molecule, which protects mycobacteria 
against the effect of quinolones through binding of 
DNA gyrase with antibiotic leading to decrease in 
concentration of the latter [14] . 

The production of beta-lactamases by gram-negative 
urinary tract infectious agents K. pneumoniae and E. coli 
underlies resistance to penicillins, cephalosporins and 
monobactams, which significantly hinders the therapeutic 
effect [15] . Besides, enzymes facilitate the development 
of resistance to other classes of antimicrobial drugs 
fluoroquinolones, co-trimoxazole and aminoglycosides .

Specific protective proteins. An important role in 
the development of antibiotic resistance is assigned by 
researchers to the ability of bacterial cells to produce 
specific protective proteins, for example, ribosomal 
proteins Tet(S), Tet(T), Tet(Q), TetB(P), Tet(W), Tet(O), 
Tet(M) and OtrA in some gram-positive and gram-
negative microorganisms [7, 16] . Currently, of the 13 
known protein species that block binding of ribosomes 
to tetracycline antibiotics, Tet(O) and Tet(M) have been 

studied in most detail . Soluble cytoplasmic proteins 
were first found in bacteria of Streptococcus and 
Campylobacter jejuni families, while the genes encoding 
these proteins, have also been found in many other 
microorganisms [16] . 

Microbial biofilms. The ability to form biofilms is 
not only a way to maintain the viability of microorganisms 
in various biotopes, but also a successful mechanism  
of resistance to the effects of antibacterial agents . 
Biofilms are a consortium of related and unrelated 
specialized bacterial cells adhered to a surface or to  
each other, contacting with each other and embedded 
in the self-produced extracellular mucous matrix 
of polymer compounds . The phenomenon of biofilm 
formation, discovered at the end of the 20th century, 
is characteristic of many microbial species and is 
considered an important factor of pathogenicity [17–21] .

It is known that the development of bacterial bio-
films, as one of the options for antimicrobial protection, 
is characteristic of approximately 70 .0% of infectious 
pathogens [17, 22] . The highest tendency to form 
biofilms was found in the following bacterial strains: 
Staphylococcus spp., Streptococcus spp., P. aeruginosa, 
H. influenzae, M. catarrhalis, E. coli [22] .

Studies show that the resistance of polymicrobial 
biofilms to antibacterial agents is much higher than  
of unrelated biofilm communities [21, 23] . Interactions 
between microbial representatives of different physio-
logical groups in a biofilm determine the overall 
resistance of the population to antimicrobial drugs [23] . 

The protective mechanisms of microbial biofilms 
are extremely complex and poorly understood, but it is 
known that the mucous matrix prevents the diffusion 
of antibiotics to bacterial cells, and a decrease in the 
supply of oxygen and nutrients changes metabolic 
activity, stimulating the emergence of persistent  
forms of microorganisms that are less sensitive to  
drugs [21] . The biofilm functions as a physical barrier 
in the form of numerous anionic and cationic protein 
molecules, glycoproteins and glycolipids that bind 
antimicrobial agents [21] . There is an opinion that  
limited access of antibiotics to the biofilm matrix 
‘turns on’ adaptive immunity processes, promoting the 
phenotypic diversity of more tolerant microbial cells [23] .

Another reason for the low efficiency of antibiotics 
in the structure of biofilms is the accumulation of 
enzymes that degrade antibacterial drugs . It has been 
shown that beta-lactamases that enhance the hydrolysis 
of imipenem and ceftazidime, accumulate in biofilms  
of P. aeruginosa . The activity of beta-lactamases of  
K. pneumoniae prevents ampicillin from reaching the 
deep layers of the biofilm matrix [21] . 

Another factor of biofilm resistance is extra- 
cellular DNA, which, being an anionic molecule,  
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Fig. 1. Basic mechanisms of antibacterial resistance.

chelates cations, reducing the concentration of 
magnesium ions in the outer membrane, and activates 
the two-component regulatory systems PhoPQ and 
PmrAB in the genera Pseudomonas and Salmonella, 
responsible for resistance to antimicrobial drugs [18, 
21] . The main mechanisms of antibacterial resistance 
are shown in Figure 1 .

Environmental Factors Influencing Development 
and Spread of ABR

The results of numerous studies highlight a 
potentially important role of the environment as a source 
of the emergence and spread of multidrug-resistant 
pathogens through the emergence of adapted tolerant 
strains, which may affect the functioning of the natural 
bacterial populations involved in the biogeochemical 
processes [24, 25] . It has been proven that antibiotic 
resistance genes first appeared exactly in the 

environment, since many microorganisms themselves 
produce antibiotics, inhibiting the growth of competitive 
strains, and also performs a signaling function for cell-
to-cell communication in microbial communities [26] . 

Evolutionary origin of ABR genes. The biomass 
of microorganisms on the globe, reaching several 
thousand billion cells, represents a colossal gene pool 
for mutations, horizontal transfer and genetic drift 
[26] . The resistance genes were found in microbial 
communities of ecosystems even not subjected to any 
anthropogenic intervention, for example, in remote  
caves and in the permafrost zone [3] . Data from 
phylogenetic studies indicate the emergence of class 
A β-lactamases in prokaryotes billions of years ago, 
which proves the ancient origin of ABR genes . Data  
are presented that resistance genes could initially 
participate in metabolic processes not associated with 
antibiotics [27] .
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At the same time, the evolutionary and ecological 
processes leading to mobilization, replication and clinical 
manifestations of the bacterial response remain poorly 
understood [26] . Pathogens protecting themselves against 
the effects of antimicrobial agents, can simultaneously 
recruit several resistance strategies, which leads to the 
appearance of new adapted strains [5] . 

Physiological features of bacteria. At the same 
time, the emergence of new resistance factors is  
limited by certain energy expenditures of the bacterial 
organisms, since many other cell functions may 
appear under threat [26] . The emerging resistances 
genes develop in conditions of tough competition 
undergo tough selection and are transferred between 
different pathogens [9, 26] . Thus, new competitive 
genetic determinants are fixed in bacterial populations,  
increasing the drug resistance of microbial cells 
and the ability to survive on exposure to increasing 
concentrations of the antibiotic . Such processes of 
natural selection maintain the ecological ‘pool’ of ABR 
genes, and only indirectly affect their final formation, 
since they do not activate the mobilization of viability 
factors . Despite the continuous emergence of new, and 
the activation of existing protective strategies, only a few 
genetic determinants of resistance are fixed in bacterial 
populations . Of potential threat to health are pathogenic 
species with pronounced genetic polymorphism and 
plastic metabolism [9, 26] . 

Horizontal gene transfer, where resistance factors 
are transmitted from a specific cell outside the bacterial 
population, has a significant impact on the spread of  
both known and new resistance genes [9, 26] . 

Mobile genetic elements. Improvement of 
molecular genetic approaches revealed the priority 
role of the mobile genetic elements (plasmids, 
transposons, integrins) in the emergence of resistance 
to antibiotics, adaptation to new ecological niches and 
abiotic conditions, coding for new beneficial metabolic 
pathways and pathogenicity factors [27–31] . Besides, 
mobile genetic elements permit bacteria to assimilate 
new carbon sources and form resistant spores [32] .

The most probable is the exchange between 
phylogenetically related saprophytic and pathogenic 
microorganisms populating the same biotope, with 
resistance genes, even for a short period [19, 20] . On the 
other hand, the transfer of antibiotic resistance genes has 
been proven between representatives of different taxa  
C. perfringens, S. pneumoniae, E. faecalis and Bacteroides 
[26] . Besides, the plasmid-coded qnrA gene found in 
various species of the Enterobacteriaceae family, was 
probably transferred from the marine and fresh-water 
Shewanella algae, which confirms the aquatic route  
of transmission of genes that cultivate drug resistance 
[27] . 

According to the authors, opportunistic micro-
organisms B. cepacia, O. intermedium and S. maltophilia, 
soil habitants, may be recipients of resistance genes  
for bacteria associated with human microflora, transfer 
them in the opposite direction and be causative agents 
of infections [26] . 

It is known that pathogens of nosocomial 
infections belonging to the genera Acinetobacter, 
Burkholderia, Enterobacter, Klebsiella, Pseudomonas, 
Stenotrophomonas or Serratia, are usually plant 
symbionts in nature [26] .

Strategies to Combat Antibiotic-Resistant 
Pathogens

Defensins. A clear understanding of the formation 
of ABR mechanisms permits to develop promising 
strategies to combat resistant strains . Along with large-
scale studies of the reactivity of pathogenic microbiota  
to the effects of medical drugs, principally new 
approaches to combating antibiotic-resistant pathogens 
are needed, including the search for the ways to trigger 
the synthesis of the immune system’s own cationic 
peptides defensins, in combination with the introduction 
of the ‘conventional’ antibiotics . Defensins are cationic 
antimicrobial peptides with a molecular mass of 3 .5 kDa– 
4 .5 kDa, possessing antimicrobial activity against a large 
number of gram-positive and gram-negative bacteria, 
fungi and viruses . For example, defensins HNP 1–3  
and RTD-1 have a bactericidal effect against methicillin-
resistant S. aureus and P. aeruginosa [33] .

Synthesis of new antibacterial drugs using 
mathematical modeling. In the modern world, there  
is a crying need for developing innovative antibacterial 
drugs . One of the promising directions in creating  
such drugs is the use of synthetic small untranslated  
RNA (sRNA) and guide CRISPR Cas associated 
RNA, which are aimed at inactivating the currently 
epidemically significant genetic determinants of ABR . 
This methodological direction allows for simultaneous 
programming of the inactivation of several targets, 
which increases the effectiveness of new antibacterial 
drugs . Besides, the results obtained in the study of 
sRNA and CRISPR Cas systems permit to consider them 
as new classes of antimicrobial drugs that open up 
opportunities not only for the treatment of infections 
caused by MDR pathogens, but also for the study 
of microbial consortia and the control of industrial 
fermentations [34] . An important approach to overcome 
the problem of ABR is a possible change the protocols 
of using targeted drugs, forecasting and managing  
the spread of resistance . The most convenient tool 
in this direction is mathematical modeling, which 
is necessary for a quantitative understanding of the  
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effect of multitarget therapy . For example, a mathe-
matical model for predicting the development of  
bacterial resistance based on the relationship between 
the level of resistance and the volume of antibiotic 
consumption has been constructed and validated 
[35] . Besides, research is actively underway on the 
development of new multitarget drugs, using iterative 
modification, molecular docking methods and artificial 
neural networks [36] . In addition, increasing knowledge 
of the molecular mechanisms of innate immune 
responses is being actively used in the development of 
novel antimicrobial drugs [36] .

Of great interest in the development of innovative 
antibacterial drugs is synthesis of novel pyrimidine 
compounds with potential antimicrobial and antimyco-
bacterial activity . A number of publications have 
proven the bactericidal effect of pyrimidine derivatives 
on S. aureus, K. pneumonia, E. coli, A. baumannii,  
P. aeruginosa [37, 38], M. tuberculosis [38] .

Phage therapy. There is a renewal of interest in 
phage therapy implying the use of moderate lysogenic 
phages associated with human microbial pathogens and 
containing double-stranded or single-stranded DNA in the 
genome, the majority of which are assigned to the orders 
Caudovirales and Microviridae [39] . The mechanism of 
action includes adsorption of bacteriophage on special 
receptors within the cell walls, in polysaccharide 
capsules, piles and flagella of bacteria . After adsorption, 
the virus-phage incorporates its genetic information 
into the microbial cell for further DNA replication . The 
replication process causes lysis of the pathogen, the 
synthesized bacteriophages leave the cell, and the 
cycle is repeated . To note, bacteriophages are specific, 

they destroy only certain pathogens, not harming other 
microorganisms [39] . 

Synthetic biology. The active development of a 
novel research area synthetic biology that uses genomic 
and metagenomic approaches to design and create 
biological systems with the preset properties and 
functions, is aimed at search for antibacterial agents of 
the natural origin [1, 40, 41] . For example, in the work  
of O . N . Sineva, antibiotic activity was demonstrated 
against gram-positive, gram-negative microorganisms, 
yeasts and rare species of actinomycetes [42] . 

Phytopharmaceutics. Phytopharmaceuticals 
based on plant extracts and essential oils, possessing 
antimicrobial, antiviral and cytotoxic properties, may be 
promising agents to combating the increasing resistance 
of bacteria [43] . There are known synergistic effects 
of rosemary (Rosmarinus officnalis) essential oil in 
combination with ciprofloxacin against gram-negative 
bacteria [44] . P . Knezevic, et al . [44] identified the 
antibacterial activity of the essential oils of Eucalyptus 
camaldulensis (0 .5 µl/ml–2 µl/ml) in combination 
with ciprofloxacin, gentamycin and polymyxin B 
against Acinetobacter baumannii strain with multidrug 
resistance . Given one essential oil containing various 
functional groups of chemical compounds (alcohol, 
aldehyde, formaldehyde, carbonyl, etc .), it is likely 
 that antibacterial activity is not conditioned by one 
specific component and mechanism . For example, 
essential oils have a destructive effect on bacterial  
cell membrane and inactivate viruses by destroying 
the lipid layer of vibrios [43] . Strategies for combating 
antibiotic-resistant pathogens are presented in  
Figure 2 .

Fig. 2. Strategies for combating antibiotic-resistant pathogens.
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CONCLUSION
Discovery of antibiotics permitted to combat many 

infectious diseases and played an important role in 
increasing the human life expectancy . The situation 
worsened by the emergence of a large number of 
resistant strains .

In modern studies, the antibiotic resistance  
tendency among microorganisms presents a serious 
evolutionary and ecological problem . The uncontrolled 
and unjustified current use of antibacterial drugs in 
medicine, veterinary medicine and agriculture provoked 
the activation of the mechanisms of bacterial cell  
defense known by the moment (activation of the efflux 
pumps, modification of the medical drug structure, 
modification of an alternative target molecule, microbial 
biofilms, etc .), and caused enhancement of the adaptive 
capacity of bacterial pathogens and dissemination of 
multidrug resistant strains .

An objective assessment of the effectiveness 
of measures aimed at reducing the threat to public 
health is possible with the development of strategies 
for detailed genetic and genomic analysis of resistant 
pathogens, improvement of measures to control the use 
of drugs and the spread of antibiotics in the environment . 
Besides, detailed studies of the molecular-genetic 
nature of resistance of microorganisms to antibiotics 
will minimize the possible risk of resistance to new 
antibacterial agents . 

ADDITIONALLY
Funding. The work was carried out within the framework of the  
state task of the Ministry of Health of the Russian Federation  
No. 056-00113-21-00 in terms of conducting research on the topic 
'Development of methods for diagnosing and treating leprosy  
infection based on the principles of personalized medicine'.
Conflict of interests. The authors declare no conflicts of interests.
Contribution of the authors: A. V. Lutsenko — collecting material, 
writing the text; A. L. Yasenyavskaya, M. A. Samotruyeva — editing.  
The authors confirm the correspondence of their authorship to 
the ICMJE International Criteria. All authors made a substantial  
contribution to the conception of the work, acquisition, analysis, 
interpretation of data for the work, drafting and revising the work, final 
approval of the version to be published and agree to be accountable 
for all aspects of the work.

Финансирование. Работа выполнена в рамках государственного 
задания Министерства здравоохранения РФ № 056-00113-21-00 
в части проведения НИР по теме «Разработка методов диагностики 
и лечения лепрозной инфекции на основе принципов персонифи-
цированной медицины».
Конфликт интересов. Авторы заявляют об отсутствии конфликта  
интересов. 
Вклад авторов: Луценко А. В. — сбор материала, написание текста; 
Ясенявская А. Л., Самотруева М. А. — редактирование. Авторы 
подтверждают соответствие своего авторства международным 
критериям ICMJE (все авторы внесли существенный вклад 
в разработку концепции, подготовку статьи, прочли и одобрили 
финальную версию перед публикацией).

СПИСОК ИСТОЧНИКОВ
1. Uddin T.M., Chakraborty A.J., Khusro A., et al. Antibiotic resistance 
in microbes: History, mechanisms, therapeutic strategies and future 
prospects // J. Infect. Public Health. 2021. Vol. 14, No. 12. P. 1750–1766.  
doi: 10.1016/j.jiph.2021.10.020 
2. Зубарева В.Д., Соколова О.В., Безбородова Н.А., и др. Молеку-
лярные механизмы и генетические детерминанты устойчивости  
к антибактериальным препаратам у микроорганизмов // Сельско-
хозяйственная биология. 2022. Т. 57, № 2. С. 237–256. doi: 10.15389/
agrobiology.2022.2.237rus 
3. Larsson D.G.J., Flach C.–F. Antibiotic resistance in the environ- 
ment // Nat. Rev. Microbiol. 2022. Vol. 20, No. 5. P. 257–269. doi: 
10.1038/s41579-021-00649-x 
4. Давидович Н.В., Соловьева Н.В., Башилова Е.Н., и др. Эндо-
экологические аспекты устойчивости к антибиотикам: обзор ли-
тературы // Экология человека. 2020. Т. 27, № 5. С. 31–36. doi: 
10.33396/1728-0869-2020-5-31-36 
5. Старикова А.А., Габитова Н.М., Цибизова А.А., и др. Изучение  
антимикробной активности новых производных хиназолин-4(3н)-
она по отношению к Echerichia coli и Klebsiella pnevmoniae // 
Астраханский медицинский журнал. 2022. Т. 17, № 1. С. 60–71. doi: 

10.48612/agmu/2022.17.1.60.71 
6. Taggar G., Attiq Rehman M., Boerlin P., et al. Molecular Epidemiology 
of Carbapenemases in Enterobacteriales from Humans, Animals, Food 
and the Environment // Antibiotics (Basel). 2020. Vol. 9, No. 10. P. 693. 
doi: 10.3390/antibiotics9100693 
7. Wilson D.N., Hauryliuk V., Atkinson G.C., et al. Target protection  
as a key antibiotic resistance mechanism // Nat. Rev. Microbiol. 2020. 
Vol. 18, No. 11. P. 637–648. doi: 10.1038/s41579-020-0386-z 
8. Шур К.В., Беккер О.Б., Зайчикова М.В., и др. Генетические аспек-
ты лекарственной устойчивости и вирулентности Mycobacterium 
tuberculosis // Генетика. 2018. Т. 54, № 12. С. 1363–1375. doi: 
10.1134/S0016675818120147 
9. Землянко О.М., Рогоза Т.М., Журавлева Г.А. Механизмы множе-
ственной устойчивости бактерий к антибиотикам // Экологическая 
генетика. 2018. T. 16, № 3. С. 4–17. doi: 10.17816/ecogen1634-17 
10. Фелькер И.Г., Гордеева И.Е., Ставицкая Н.В., и др. Перспек-
тивы и препятствия для клинического применения ингибиторов 
эффлюксных помп Mycobacterium tuberculosis // Биологические 
мембраны. Журнал мембранной и клеточной биологии. 2021.  
Т. 38, № 5. С. 317–339. doi: 10.31857/S0233475521050054

https://doi.org/10.1016/j.jiph.2021.10.020
https://doi.org/10.15389/agrobiology.2022.2.237rus
https://doi.org/10.15389/agrobiology.2022.2.237rus
https://doi.org/10.1038/s41579-021-00649-x
https://doi.org/10.33396/1728-0869-2020-5-31-36
https://www.astmedj.ru/jour/article/view/153
https://doi.org/10.3390/antibiotics9100693
https://doi.org/10.1038/s41579-020-0386-z
http://dx.doi.org/10.1134/S0016675818120147
https://doi.org/10.17816/ecogen1634-17
https://sciencejournals.ru/view-article/?j=biomem&y=2021&v=38&n=5&a=BioMem2105005Felker


DOI: https://doi.org/10.17816/PAVLOVJ569343

141
НАУЧНЫЕ  ОБЗОРЫ

Российский медико-биологический вестник 
имени академика И. П. ПавловаТом 33, № 1, 2025

11. Gun M.A., Bozdogan B., Coban A.Y. Tuberculosis and beta-lactam 
antibiotics // Future Microbiol. 2020. Vol. 15, No. 10. P. 937–944. doi: 
10.2217/fmb-2019-0318 
12. Fratoni A.J., Nicolau D.P., Kuti J.L. A guide to therapeutic drug 
monitoring of β-lactam antibiotics // Pharmacotherapy. 2021. Vol. 41, 
No. 2. P. 220–233. doi: 10.1002/phar.2505 
13. Ibrahim M.E., Abbas M., Al-Shahrai A.M., et al. Phenotypic 
Characterization and Antibiotic Resistance Patterns of Extended-
Spectrum β-Lactamase- and AmpC β-Lactamase-Producing 
Gram-Negative Bacteria in a Referral Hospital, Saudi Arabia // 
Can. J. Infect. Dis. Med. Microbiol. 2019. Vol. 2019. P. 6054694. doi: 
10.1155/2019/6054694 
14. Philippon A., Jacquier H., Ruppé E., et al. Structure-based 
classification of class A beta-lactamases, an update // Curr. 
Res. Transl. Med. 2019. Vol. 67, No. 4. P. 115–122. doi: 10.1016/j.
retram.2019.05.003 
15. Tulara N.K. Nitrofurantoin and Fosfomycin for Extended  
Spectrum Beta-lactamases Producing Escherichia coli and Klebsiella 
pneumonia // J. Glob. Infect. Dis. 2018. Vol. 10, No. 1. P. 19–21. doi: 
10.4103/jgid.jgid_72_17 
16. Ero R., Yan X.–F., Gao Y.–G. Ribosome Protection Proteins — “New” 
Players in the Global Arms Race with Antibiotic-Resistant Pathogens // 
Int. J. Mol. Sci. 2021. Vol. 22, No. 10. Р. 5356. doi: 10.3390/ijms22105356 
17. Хрянин А.А. Биоплёнки микроорганизмов: современные пред-
ставления // Антибиотики и Химиотерапия. 2020. Т. 65, № 5-6.  
С. 70–77. doi: 10.37489/0235-2990-2020-65-5-6-70-77 
18. Ciofu O., Moser C., Jensen P.Ø., et al. Tolerance and resistance 
of microbial biofilms // Nat. Rev. Microbiol. 2022. Vol. 20, No. 10.  
P. 621–635. doi: 10.1038/s41579-022-00682-4 
19. Muhammad M.H., Idris A.L., Fan X., et al. Beyond Risk: Bacterial 
Biofilms and Their Regulating Approaches // Front. Microbiol. 2020. 
Vol. 11. P. 928. doi: 10.3389/fmicb.2020.00928 
20. Zhou L., Zhang Y., Ge Y., et al. Regulatory Mechanisms and 
Promising Applications of Quorum Sensing-Inhibiting Agents in Control 
of Bacterial Biofilm Formation // Front. Microbiology. 2020. Vol. 11.  
P. 589640. doi: 10.3389/fmicb.2020.589640 
21. Uruén C., Chopo–Escuin G., Tommassen J., et al. Biofilms as 
Promoters of Bacterial Antibiotic Resistance and Tolerance // Antibiotics 
(Basel). 2020. Vol. 10, No. 1. P. 3. doi: 10.3390/antibiotics10010003 
22. Петухова И.Н., Дмитриева Н.В., Григорьевская З.В., и др. Ин-
фекции, связанные с образованием биопленок // Злокачест- 
венные опухоли. 2019. T. 9, № 3s1. P. 26–31. doi: 10.18027/2224-
5057-2019-9-3s1-26-31 
23. Orazi G., O’Toole G.A. “It Takes a Village”: Mechanisms Underlying 
Antimicrobial Recalcitrance of Polymicrobial Biofilms // J. Bacteriol. 
2019. Vol. 202, No. 1. P. e00530-19. doi: 10.1128/jb.00530-19 
24. Karkman A., Pärnänen K., Larsson D.G.J. Fecal pollution can  
explain antibiotic resistance gene abundances in anthropogenically 
impacted environments // Nat. Commun. 2019. Vol. 10, No. 1. P. 80. doi:  
10.1038/s41467-018-07992-3 
25. Бурцева С.А., Бырса М.Н., Чеботарь В.И. Разнообразие пред-
ставителей класса Actinobacteria в водной толще озерной системы 
«La Izvor». В сб.: Instruire prin cercetare pentru o societate prosperă; 
Chişinău, 20–21 марта 2021. 8-е изд. Chişinău; 2021. Ч. 1. С. 165–
172. Доступно по: https://ibn.idsi.md/en/vizualizare_articol/127529.  
Ссылка активна на 12.09.2023.
26. Bengtsson–Palme J., Kristiansson E., Larsson D.G.J. Environmental 
factors influencing the development and spread of antibiotic  

resistance // FEMS Microbiol. Rev. 2018. Vol. 42, No. 1. P. fux053. doi: 
10.1093/femsre/fux053 
27. Partridge S.R., Kwong S.M., Firth N., et al. Mobile genetic elements 
associated with antimicrobial resistance // Clin. Microbiol. Rev. 2018. 
Vol. 31, No. 4. P. e00088-17. doi: 10.1128/cmr.00088-17 
28. Андрюков Б.Г., Беседнова Н.Н., Запорожец Т.С. Мобильные  
генетические элементы прокариот и их роль в формировании  
резистентности к антибиотикам у патогенных бактерий // Анти-
биотики и Химиотерапия. 2022. Т. 67, № 1-2. С. 62–74. doi: 
10.37489/0235-2990-2022-67-1-2-62-74 
29. Humphrey S., Fillol–Salom A., Quiles–Puchalt N., et al. Bacterial 
chromosomal mobility via lateral transduction exceeds that of classical 
mobile genetic elements // Nat. Commun. 2021. Vol. 12, No. 1.  
P. 6509. doi: 10.1038/s41467-021-26004-5 
30. Hall J.P.J., Harrison E., Baltrus D.A. Introduction: the secret  
lives of microbial mobile genetic elements // Philos. Trans. R. Soc. 
Lond. B Biol. Sci. 2022. Vol. 377, No. 1842. P. 20200460. doi: 10.1098/
rstb.2020.0460 
31. Мустафин Р.Н. Роль мобильных генетических элементов в  
возникновении жизни // Успехи физиологических наук. 2019.  
Т. 50, № 3. С. 45–64. doi: 10.1134/S0301179819020085
32. Akrami F., Rajabnia M., Pournajaf A. Resistance integrons; A mini 
review // Caspian J. Intern. Med. 2019. Vol. 10, No. 4. P. 370–376.  
doi: 10.22088/cjim.10.4.370 
33. Xu D., Lu W. Defensins: A Double-Edged Sword in Host Im- 
munity // Front. Immunol. 2020. Vol. 11. P. 764. doi: 10.3389/
fimmu.2020.00764 
34. Шемякин И.Г., Фирстова В.В., Фурсова Н.К., и др. Новые  
возможности в борьбе с патогенными микроорганизмами.  
Обзор // Биохимия. 2020. Т. 85, № 11. P. 1615–1632. doi: 10.31857/
S0320972520110081
35. Arepyeva M.A., Kolbin A.S., Sidorenko S.V., et al. A mathematical 
model for predicting the development of bacterial resistance based  
on the relationship between the level of antimicrobial resistance and 
the volume of antibiotic consumption // J. Glob. Antimicrob. Resist. 
2017. Vol. 8. P. 148–156. doi: 10.1016/j.jgar.2016.11.010 
36. Pinzi L., Rastelli G. Molecular Docking: Shifting Paradigms in  
Drug Discovery // Int. J. Mol. Sci. 2019. Vol. 20, No. 18. P. 4331. doi: 
10.3390/ijms20184331 
37. Jadhav P.A., Baravkar A. Recent advances in antimicrobial activity 
of pyrimidines: a review // Asian J. Pharm. Clin. Res. 2022. Vol. 15,  
No. 2. P. 4–10. doi: 10.22159/ajpcr.2022.v15i2.43686 
38. Самотруева М.А., Габитова Н.М., Генатуллина Г.Н., и др. Оценка 
антимикобактериальной активности вновь синтезированных про-
изводных пиримидина в отношении Mycobacterium tuberculosis //  
Антибиотики и Химиотерапия. 2022. Т. 67, № 3–4. С. 4–15. doi: 
10.37489/0235-2990-2022-67-3-4-4-15 
39. Gordillo Altamirano F.L., Barr J.J. Phage Therapy in the Postantibiotic 
Era // Clin. Microbiol. Rev. 2019. Vol. 32, No. 2. P. e00066-18. doi: 
10.1128/cmr.00066-18 
40. Khan A., Ostaku J., Aras E., et al. Combating Infectious  
Diseases with Synthetic Biology // ACS Synth. Biol. 2022. Vol. 11, No. 2.  
P. 528–537. doi: 10.1021/acssynbio.1c00576 
41. Мохов А.А. «Синтетический» геном и получаемые с его исполь-
зованием продукты как новые объекты правоотношений // Вестник 
Университета имени О.Е. Кутафина (МГЮА). 2020. № 5. С. 51–59.  
doi: 10.17803/2311-5998.2020.69.5.051-059 
42. Синёва О.Н. Выделение актиномицетов редких родов —  

https://doi.org/10.2217/fmb-2019-0318
https://doi.org/10.1002/phar.2505
https://doi.org/10.1155/2019/6054694
https://doi.org/10.1016/j.retram.2019.05.003
https://doi.org/10.1016/j.retram.2019.05.003
https://doi.org/10.4103/jgid.jgid_72_17
https://doi.org/10.3390/ijms22105356
https://doi.org/10.37489/0235-2990-2020-65-5-6-70-77
https://doi.org/10.1038/s41579-022-00682-4
https://doi.org/10.3389/fmicb.2020.00928
https://doi.org/10.3389/fmicb.2020.589640
https://doi.org/10.3390/antibiotics10010003
https://docviewer.yandex.ru/?tm=1741613866&tld=ru&lang=ru&name=obrazovanie-bioplenok.pdf&text=%D0%98%D0%BD%D1%84%D0%B5%D0%BA%D1%86%D0%B8%D0%B8%2C+%D1%81%D0%B2%D1%8F%D0%B7%D0%B0%D0%BD%D0%BD%D1%8B%D0%B5+%D1%81+%D0%BE%D0%B1%D1%80%D0%B0%D0%B7%D0%BE%D0%B2%D0%B0%D0%BD%D0%B8%D0%B5%D0%BC+%D0%B1%D0%B8%D0%BE%D0%BF%D0%BB%D0%B5%D0%BD%D0%BE%D0%BA&url=https%3A//www.euroonco.ru/uploads/obrazovanie-bioplenok.pdf&lr=11&mime=pdf&l10n=ru&sign=6a38eeb1bd6d59503e8b37a6e2830754&keyno=0
https://docviewer.yandex.ru/?tm=1741613866&tld=ru&lang=ru&name=obrazovanie-bioplenok.pdf&text=%D0%98%D0%BD%D1%84%D0%B5%D0%BA%D1%86%D0%B8%D0%B8%2C+%D1%81%D0%B2%D1%8F%D0%B7%D0%B0%D0%BD%D0%BD%D1%8B%D0%B5+%D1%81+%D0%BE%D0%B1%D1%80%D0%B0%D0%B7%D0%BE%D0%B2%D0%B0%D0%BD%D0%B8%D0%B5%D0%BC+%D0%B1%D0%B8%D0%BE%D0%BF%D0%BB%D0%B5%D0%BD%D0%BE%D0%BA&url=https%3A//www.euroonco.ru/uploads/obrazovanie-bioplenok.pdf&lr=11&mime=pdf&l10n=ru&sign=6a38eeb1bd6d59503e8b37a6e2830754&keyno=0
https://doi.org/10.1128/jb.00530-19
https://doi.org/10.1038/s41467-018-07992-3
https://ibn.idsi.md/en/vizualizare_articol/127529
https://doi.org/10.1093/femsre/fux053
https://doi.org/10.1128/cmr.00088-17
https://doi.org/10.37489/0235-2990-2022-67-1-2-62-74
https://doi.org/10.1038/s41467-021-26004-5
https://doi.org/10.1098/rstb.2020.0460
https://doi.org/10.1098/rstb.2020.0460
https://sciencejournals.ru/issues/uspfiz/2019/vol_50/iss_3/UspFiz1902008Mustafin/UspFiz1902008Mustafin.pdf
https://doi.org/10.22088/cjim.10.4.370
https://doi.org/10.3389/fimmu.2020.00764
https://doi.org/10.3389/fimmu.2020.00764
https://biochemistrymoscow.com/ru/archive/2020/85-11-1615/
https://biochemistrymoscow.com/ru/archive/2020/85-11-1615/
https://doi.org/10.1016/j.jgar.2016.11.010
https://doi.org/10.3390/ijms20184331
http://dx.doi.org/10.22159/ajpcr.2022.v15i2.43686
https://doi.org/10.37489/0235-2990-2022-67-3-4-4-15
https://doi.org/10.1128/cmr.00066-18
https://doi.org/10.1021/acssynbio.1c00576
https://doi.org/10.17803/2311-5998.2020.69.5.051-059


DOI: https://doi.org/10.17816/PAVLOVJ569343

142
REVIEWS

I. P. Pavlov Russian  
Medical Biological HeraldVol. 33 (1) 2025

REFERENCES
1. Uddin TM, Chakraborty AJ, Khusro A, et al. Antibiotic resistance 
in microbes: History, mechanisms, therapeutic strategies and  
future prospects. J Infect Public Health. 2021;14(12):1750–66. doi: 
10.1016/j.jiph.2021.10.020
2. Zubareva VD, Sokolova OV, Bezborodova NA, et al. Molecular 
mechanisms and genetic determinants of resistance to antibacterial 
drugs in microorganisms (review). Agricultural Biology. 2022;57(2):237–
56. (In Russ). doi: 10.15389/agrobiology.2022.2.237eng
3. Larsson DGJ, Flach C–F. Antibiotic resistance in the environment.  
Nat Rev Microbiol. 2022;20(5):257–69. doi: 10.1038/s41579-021-
00649-x
4. Davidovich NV, Solovieva NV, Bashilova EN, et al. Endoecological 
Aspects of Antibiotic Resistance: A Literature Review. Human Ecology. 
2020;27(5):31–6. (In Russ). doi: 10.33396/1728-0869-2020-5-31-36
5. Starikova AA, Gabitova NM, Tsibizova AA, et al. Study of antimicrobial 
activity of new Quinazolin-4(3n)-one derivatives with respect to 
Echerichia coli and Klebsiella pnevmoniae. Astrakhan Medical Journal. 
2022;17(1):60–71. (In Russ). doi: 10.48612/agmu/2022.17.1.60.71
6. Taggar G, Attiq Rehman M, Boerlin P, et al. Molecular Epidemiology 
of Carbapenemases in Enterobacteriales from Humans, Animals,  
Food and the Environment. Antibiotics (Basel). 2020;9(10):693. doi: 
10.3390/antibiotics9100693
7. Wilson DN, Hauryliuk V, Atkinson GC, et al. Target protection as a key 
antibiotic resistance mechanism. Nat Rev Microbiol. 2020;18(11):637–
48. doi: 10.1038/s41579-020-0386-z
8. Shur KV, Bekker OB, Zaichikova MV, et al. Genetic Aspects of 
Mycobacterium tuberculosis Drug Resistance and Virulence. Russian 
Journal of Genetics. 2018;54(12):1363–75. (In Russ). doi: 10.1134/
S0016675818120147
9. Zemlyanko OM, Rogoza TM, Zhouravleva GA. Mechanisms of  
bacterial multiresistance to antibiotics. Ecological Genetics. 2018; 
16(3):4–17. (In Russ). doi: 10.17816/ecogen1634-17
10. Felker IG, Gordeeva EI, Stavitskaya NV, et al. Prospects and 
Obstacles for Clinical Use of the Inhibitors of Mycobacterium 
tuberculosis Efflux Pumps. Biologicheskiye Membrany. Zhurnal 
Membrannoy i Kletochnoy Biologii. 2021;38(5):317–39. (In Russ). doi: 
10.31857/S0233475521050054
11. Gun MA, Bozdogan B, Coban AY. Tuberculosis and beta-lactam 
antibiotics. Future Microbiol. 2020;15(10):937–44. doi: 10.2217/fmb-
2019-0318
12. Fratoni AJ, Nicolau DP, Kuti JL. A guide to therapeutic drug 
monitoring of β-lactam antibiotics. Pharmacotherapy. 2021;41(2):220–
33. doi: 10.1002/phar.2505

13. Ibrahim ME, Abbas M, Al-Shahrai AM, et al. Phenotypic 
Characterization and Antibiotic Resistance Patterns of Extended-
Spectrum β-Lactamase- and AmpC β-Lactamase-Producing Gram-
Negative Bacteria in a Referral Hospital, Saudi Arabia. Can J Infect Dis 
Med Microbiol. 2019;2019:6054694. doi: 10.1155/2019/6054694
14. Philippon A, Jacquier H, Ruppé E, et al. Structure-based 
classification of class A beta-lactamases, an update. Curr Res Transl 
Med. 2019;67(4):115–22. doi: 10.1016/j.retram.2019.05.003
15. Tulara NK. Nitrofurantoin and Fosfomycin for Extended Spectrum 
Beta-lactamases Producing Escherichia coli and Klebsiella pneumonia. 
J Glob Infect Dis. 2018;10(1):19–21. doi: 10.4103/jgid.jgid_72_17
16. Ero R, Yan X–F, Gao Y–G. Ribosome Protection Proteins — “New” 
Players in the Global Arms Race with Antibiotic-Resistant Pathogens. 
Int J Mol Sci. 2021;22(10):5356. doi: 10.3390/ijms22105356
17. Khryanin AA. Microbial Biofilms: Modern Concepts. Antibiotics and 
Chemotherapy. 2020;65 5-6):70–7. (In Russ). doi: 10.37489/0235-2990-
2020-65-5-6-70-77
18. Ciofu O, Moser C, Jensen PØ, et al. Tolerance and resistance 
of microbial biofilms. Nat Rev Microbiol. 2022;20(10):621–35. doi: 
10.1038/s41579-022-00682-4
19. Muhammad MH, Idris AL, Fan X, et al. Beyond Risk: Bacterial 
Biofilms and Their Regulating Approaches. Front Microbiol. 2020; 
11:928. doi: 10.3389/fmicb.2020.00928
20. Zhou L, Zhang Y, Ge Y, et al. Regulatory Mechanisms and Promising 
Applications of Quorum Sensing-Inhibiting Agents in Control of 
Bacterial Biofilm Formation. Front Microbiol. 2020;11:589640. doi: 
10.3389/fmicb.2020.589640
21. Uruén C, Chopo–Escuin G, Tommassen J, et al. Biofilms as 
Promoters of Bacterial Antibiotic Resistance and Tolerance. Antibiotics 
(Basel). 2020;10(1):3. doi: 10.3390/antibiotics10010003
22. Petukhova IN, Dmitriyeva NV, Grigor'yevskaya ZV, et al. Infektsii, 
svyazannyye s obrazovaniyem bioplenok. Malignant Tumours. 2019; 
9(3s1):26–31. (In Russ). doi: 10.18027/2224-5057-2019-9-3s1-26-31
23. Orazi G, O’Toole GA. “It Takes a Village”: Mechanisms Underlying 
Antimicrobial Recalcitrance of Polymicrobial Biofilms. J Bacteriol. 
2019;202(1):e00530-19. doi: 10.1128/jb.00530-19
24. Karkman A, Pärnänen K, Larsson DGJ. Fecal pollution can  
explain antibiotic resistance gene abundances in anthropogenically 
impacted environments. Nat Commun. 2019;10(1):80. doi: 10.1038/
s41467-018-07992-3
25. Burtseva SA, Byrsa MN, Chebotar' VI. Raznoobraziye predstaviteley 
klassa Actinobacteria v vodnoy tolshche ozernoy sistemy «La Izvor». 
In: Instruire prin cercetare pentru o societate prosperă; Chişinău, 20–21 

продуцентов антибиотиков из почв с применением сока Aloe 
arborescens // Антибиотики и Химиотерапия. 2022. Т. 66, № 9–10. 
С. 4–11. doi: 10.37489/0235-2990-2021-66-9-10-4-11 
43. Liu T., Wang J., Gong X., et al. Rosemary and Tea Tree Essential 
Oils Exert Antibiofilm Activities In Vitro Against Staphylococcus aureus 
and Escherichia coli // J. Food Prot. 2020. Vol. 83, No. 7. P. 1261–1267. 
doi: 10.4315/0362-028x.jfp-19-337 

44. Knezevic P., Aleksic V., Simin N., et al. Antimicrobial activity 
of Eucalyptus camaldulensis essential oils and their interactions 
with conventional antimicrobial agents against multi-drug resistant 
Acinetobacter baumannii // J. Ethnopharmacol. 2016. Vol. 178.  
P. 125–136. doi: 10.1016/j.jep.2015.12.008 

https://doi.org/10.1016/j.jiph.2021.10.020
https://www.agrobiology.ru/2-2022zubareva-eng.html
https://doi.org/10.1038/s41579-021-00649-x
https://doi.org/10.1038/s41579-021-00649-x
https://doi.org/10.33396/1728-0869-2020-5-31-36
https://www.astmedj.ru/jour/article/view/153
https://doi.org/10.3390/antibiotics9100693
https://doi.org/10.1038/s41579-020-0386-z
http://dx.doi.org/10.1134/S0016675818120147
http://dx.doi.org/10.1134/S0016675818120147
https://doi.org/10.17816/ecogen1634-17
https://sciencejournals.ru/view-article/?j=biomem&y=2021&v=38&n=5&a=BioMem2105005Felker
https://doi.org/10.2217/fmb-2019-0318
https://doi.org/10.2217/fmb-2019-0318
https://doi.org/10.1002/phar.2505
https://doi.org/10.1155/2019/6054694
https://doi.org/10.1016/j.retram.2019.05.003
https://doi.org/10.4103/jgid.jgid_72_17
https://doi.org/10.3390/ijms22105356
https://doi.org/10.37489/0235-2990-2020-65-5-6-70-77
https://doi.org/10.37489/0235-2990-2020-65-5-6-70-77
https://doi.org/10.1038/s41579-022-00682-4
https://doi.org/10.3389/fmicb.2020.00928
https://doi.org/10.3389/fmicb.2020.589640
https://doi.org/10.3390/antibiotics10010003
https://docviewer.yandex.ru/?tm=1741613866&tld=ru&lang=ru&name=obrazovanie-bioplenok.pdf&text=%D0%98%D0%BD%D1%84%D0%B5%D0%BA%D1%86%D0%B8%D0%B8%2C+%D1%81%D0%B2%D1%8F%D0%B7%D0%B0%D0%BD%D0%BD%D1%8B%D0%B5+%D1%81+%D0%BE%D0%B1%D1%80%D0%B0%D0%B7%D0%BE%D0%B2%D0%B0%D0%BD%D0%B8%D0%B5%D0%BC+%D0%B1%D0%B8%D0%BE%D0%BF%D0%BB%D0%B5%D0%BD%D0%BE%D0%BA&url=https%3A//www.euroonco.ru/uploads/obrazovanie-bioplenok.pdf&lr=11&mime=pdf&l10n=ru&sign=6a38eeb1bd6d59503e8b37a6e2830754&keyno=0
https://doi.org/10.1128/jb.00530-19
https://doi.org/10.1038/s41467-018-07992-3
https://doi.org/10.1038/s41467-018-07992-3
https://doi.org/10.37489/0235-2990-2021-66-9-10-4-11
https://doi.org/10.4315/0362-028x.jfp-19-337
https://doi.org/10.1016/j.jep.2015.12.008


DOI: https://doi.org/10.17816/PAVLOVJ569343

143
НАУЧНЫЕ  ОБЗОРЫ

Российский медико-биологический вестник 
имени академика И. П. ПавловаТом 33, № 1, 2025

March 2021. 8th ed. Chişinău; 2021;1:165–72. Available at: https://ibn.
idsi.md/en/vizualizare_articol/127529. Accessed: 2023 September 12. 
(In Russ). 
26. Bengtsson–Palme J, Kristiansson E, Larsson DGJ. Environmental 
factors influencing the development and spread of antibiotic  
resistance. FEMS Microbiol Rev. 2018;42(1):fux053. doi: 10.1093/
femsre/fux053
27. Partridge SR, Kwong SM, Firth N, et al. Mobile genetic elements 
associated with antimicrobial resistance. Clin Microbiol Rev. 2018;31(4): 
e00088-17. doi: 10.1128/cmr.00088-17
28. Andryukov BG, Besednova NN, Zaporozhets TS. Mobile Genetic 
Elements of Prokaryotes and Their Role in the Formation of Antibiotic 
Resistance in Pathogenic Bacteria. Antibiotics and Chemotherapy. 2022; 
67(1-2):62–74. (In Russ). doi: 10.37489/0235-2990-2022-67-1-2-62-74
29. Humphrey S, Fillol–Salom A, Quiles–Puchalt N, et al. Bacterial 
chromosomal mobility via lateral transduction exceeds that of  
classical mobile genetic elements. Nat Commun. 2021;12(1):6509.  
doi: 10.1038/s41467-021-26004-5
30. Hall JPJ, Harrison E, Baltrus DA. Introduction: the secret lives  
of microbial mobile genetic elements. Philos Trans R Soc Lond B Biol 
Sci. 2022;377(1842):20200460. doi: 10.1098/rstb.2020.0460
31. Mustafin RN. The Role of Mobile Genetic Elements in the Origin  
of Life on Earth. Uspekhi Fiziologicheskikh Nauk. 2019;50(3):45–64.  
(In Russ). doi: 10.1134/S0301179819020085
32. Akrami F, Rajabnia M, Pournajaf A. Resistance integrons;  
A mini review. Caspian J Intern Med. 2019;10(4):370–6. doi: 10.22088/
cjim.10.4.370
33. Xu D, Lu W. Defensins: A Double-Edged Sword in Host Immunity. 
Front Immunol. 2020;11:764. doi: 10.3389/fimmu.2020.00764
34. Shemyakin IG, Firstova VV, Fursova NK, et al. New-generation 
antibiotics, bacteriophage endolysins and nanomaterials for combating 
pathogens. Review. Biokhimiya. 2020;85(11):1615–32. (In Russ). doi: 
10.31857/S0320972520110081
35. Arepyeva MA, Kolbin AS, Sidorenko SV, et al. A mathematical 
model for predicting the development of bacterial resistance based 
on the relationship between the level of antimicrobial resistance 

and the volume of antibiotic consumption. J Glob Antimicrob Resist. 
2017;8:148–56. doi: 10.1016/j.jgar.2016.11.010
36. Pinzi L, Rastelli G. Molecular Docking: Shifting Paradigms in Drug 
Discovery. Int J Mol Sci. 2019;20(18):4331. doi: 10.3390/ijms20184331
37. Jadhav PA, Baravkar A. Recent advances in antimicrobial activity 
of pyrimidines: a review. Asian J Pharm Clin Res. 2022;15(2):4–10. doi: 
10.22159/ajpcr.2022.v15i2.43686
38. Samotrueva MA, Gabitova NM, Genatullina GN, et al. Assessment  
of Antimycobacterial Activity of Newly Synthesized Pyrimidine 
Derivatives Against Mycobacterium tuberculosis. Antibiotics and 
Chemotherapy. 2022;67(3–4):4–15. (In Russ). doi: 10.37489/0235-
2990-2022-67-3-4-4-15
39. Gordillo Altamirano FL, Barr JJ. Phage Therapy in the Post-
antibiotic Era. Clin Microbiol Rev. 2019;32(2):e00066-18. doi: 10.1128/
cmr.00066-18
40. Khan A, Ostaku J, Aras E, et al. Combating Infectious Diseases  
with Synthetic Biology. ACS Synth Biol. 2022;11(2):528–37. doi: 
10.1021/acssynbio.1c00576
41. Mokhov AA. «Synthetic» genom and products resultant using it 
as new objects of legal relations. Courier of Kutafin Moscow State 
Law University (MSAL)). 2020;(5):51–9. (In Russ). doi: 10.17803/2311-
5998.2020.69.5.051-059
42. Sineva ON. Isolation of rare Genera of actinomycetes — antibiotic 
producers from soils using Aloe Arborescens juice. Antibiotics and 
Chemotherapy. 2022;66(9–10):4–11. (In Russ). doi: 10.37489/0235-
2990-2021-66-9-10-4-11
43. Liu T, Wang J, Gong X, et al. Rosemary and Tea Tree Essential  
Oils Exert Antibiofilm Activities In Vitro Against Staphylococcus 
aureus and Escherichia coli. J Food Prot. 2020;83(7):1261–7. doi: 
10.4315/0362-028x.jfp-19-337
44. Knezevic P, Aleksic V, Simin N, et al. Antimicrobial activity of 
Eucalyptus camaldulensis essential oils and their interactions with 
conventional antimicrobial agents against multi-drug resistant 
Acinetobacter baumannii. J Ethnopharmacol. 2016;178:125–36. doi: 
10.1016/j.jep.2015.12.008

https://ibn.idsi.md/en/vizualizare_articol/127529
https://ibn.idsi.md/en/vizualizare_articol/127529
https://doi.org/10.1093/femsre/fux053
https://doi.org/10.1093/femsre/fux053
https://doi.org/10.1128/cmr.00088-17
https://doi.org/10.37489/0235-2990-2022-67-1-2-62-74
https://doi.org/10.1038/s41467-021-26004-5
https://doi.org/10.1098/rstb.2020.0460
https://sciencejournals.ru/issues/uspfiz/2019/vol_50/iss_3/UspFiz1902008Mustafin/UspFiz1902008Mustafin.pdf
https://doi.org/10.22088/cjim.10.4.370
https://doi.org/10.22088/cjim.10.4.370
https://doi.org/10.3389/fimmu.2020.00764
https://biochemistrymoscow.com/ru/archive/2020/85-11-1615/
https://doi.org/10.1016/j.jgar.2016.11.010
https://doi.org/10.3390/ijms20184331
http://dx.doi.org/10.22159/ajpcr.2022.v15i2.43686
https://doi.org/10.37489/0235-2990-2022-67-3-4-4-15
https://doi.org/10.37489/0235-2990-2022-67-3-4-4-15
https://doi.org/10.1128/cmr.00066-18
https://doi.org/10.1128/cmr.00066-18
https://doi.org/10.1021/acssynbio.1c00576
https://doi.org/10.17803/2311-5998.2020.69.5.051-059
https://doi.org/10.17803/2311-5998.2020.69.5.051-059
https://doi.org/10.37489/0235-2990-2021-66-9-10-4-11
https://doi.org/10.37489/0235-2990-2021-66-9-10-4-11
https://doi.org/10.4315/0362-028x.jfp-19-337
https://doi.org/10.1016/j.jep.2015.12.008


DOI: https://doi.org/10.17816/PAVLOVJ569343

144
REVIEWS

I. P. Pavlov Russian  
Medical Biological HeraldVol. 33 (1) 2025

ОБ АВТОРАХ                                                AUTHORS' INFO
* Луценко Анна Викторовна, к.б.н.; 
ORCID: https://orcid.org/0000-0001-8423-3351;
eLibrary SPIN: 3292-9049; e-mail: ahrapova@yandex.ru 

Ясенявская Анна Леонидовна, д.м.н., доцент; 
ORCID: https://orcid.org/0000-0003-2998-2864;
eLibrary SPIN: 5809-5856; e-mail: yasen_9@mail.ru 

Самотруева Марина Александровна, д.м.н., профессор; 
ORCID: https://orcid.org/0000-0001-5336-4455;
eLibrary SPIN: 5918-1341; e-mail: ms1506@mail.ru 

                          
* Автор, ответственный за переписку / Corresponding author

* Anna V. Lutsenko, Cand. Sci. (Biol.); 
ORCID: https://orcid.org/0000-0001-8423-3351;
eLibrary SPIN: 3292-9049; e-mail: ahrapova@yandex.ru

Anna L. Yasenyavskaya, MD, Dr. Sci. (Med.), Associate Professor;
ORCID: https://orcid.org/0000-0003-2998-2864;
eLibrary SPIN: 5809-5856; e-mail: yasen_9@mail.ru

Marina A. Samotruyeva, MD, Dr. Sci. (Med.), Professor;
ORCID: https://orcid.org/0000-0001-5336-4455;
eLibrary SPIN: 5918-1341; e-mail: ms1506@mail.ru

https://orcid.org/0000-0001-8423-3351
https://elibrary.ru/author_profile.asp?id=926208
mailto:ahrapova%40yandex.ru?subject=
https://orcid.org/0000-0003-2998-2864
https://elibrary.ru/author_profile.asp?id=588366
mailto:yasen_9%40mail.ru?subject=
https://orcid.org/0000-0001-5336-4455
https://elibrary.ru/author_profile.asp?id=566414
mailto:ms1506%40mail.ru%20?subject=
https://orcid.org/0000-0001-8423-3351
https://elibrary.ru/author_profile.asp?id=926208
mailto:ahrapova%40yandex.ru?subject=
https://orcid.org/0000-0003-2998-2864
https://elibrary.ru/author_profile.asp?id=588366
mailto:yasen_9%40mail.ru?subject=
https://orcid.org/0000-0001-5336-4455
https://elibrary.ru/author_profile.asp?id=566414
mailto:ms1506%40mail.ru?subject=

