INTERNATIONAL JOURNAL OF
IICNP, Volume 2, Issue 12, 2024 ISSN: 2995-536X

https://medicaljournals.eu/index.php/IJCNP t UG NlTlVE NEUR USE |ENCE

AND PSYCHOLOGY

RELEVANCE AND PROSPECTS OF THE SEARCH FOR DRUGS
WITH ANXIOLYTIC ACTIVITY

Durdona Kenzhaeva Elmurod qizi, Shakhrizoda Adizova Samandarovna, Kholida
Normuminova Dilshod qizi, Ulugbek Toshboev Quyli ugli, Sokhib Rashidov Zamon ugli
Tashkent medical academy, Tashkent, Uzbekistan

Abstract: The most common category of mental illnesses is anxiety disorders, which have
significant negative effects on both individuals and society as a whole. The increasing medical need to
enhance the efficacy and adverse effect profile of current medications is driving the quest for new
pharmacological therapies for these illnesses. Numerous novel compounds have advanced into clinical
trials as a result of the massive amount of data produced by anxiolytic drug discovery investigations.
These attempts have, however, had a dismal therapeutic consequence because promising outcomes
with new medicines in rat research have rarely transferred into human effectiveness. Here, we examine
the key findings from preclinical research over the previous half-century looking for novel medications
that don't target the classic anxiety-associated GABA (y-aminobutyric acid)-benzodiazepine system.
The majority of these studies have concentrated on the serotonin, neuropeptide, glutamate, and
endocannabinoid systems. We point up a number of important problems that might have impeded the
field's advancement and make suggestions for future improvements in anxiolytic medication research.
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Introduction. Chronic, incapacitating diseases, anxiety disorders have a significant financial impact
on both the individual and society. In Western nations, these conditions are the most commonly
diagnosed neuropsychiatric illnesses. Anxiety disorders had the highest 12-month prevalence estimates
(a total of 14%) among all psychiatric diseases, according to a recent 3-year multi-method study that
covered 30 European nations and a population of more than 500 million. Post-traumatic stress disorder
(PTSD), obsessive compulsive disorder (OCD), generalized anxiety disorder (GAD), panic disorder,
agoraphobia, social anxiety disorder (SAD), and specific phobias are the seven recognized anxiety
disorders at this time [1,2,3]. The World Health Organization estimates that in 2015, 3.6% and 4.4% of
the global population, respectively, were exposed to anxiety and depression. Between 2005 and 2015,
the overall population with these disorders grew by 14.9% and 18.4%, respectively. In 2020, COVID-
19 caused a considerable increase in the prevalence of anxiety and depression. Approximately 70% of
patients with mental illnesses are healthy adults between the ages of 30 and 60. Both the successful
execution of citizens' private lives and the population's regular working activities are hampered by this.
These conditions are dynamic in nature, with new types of depression and anxiety emerging each and
being included in the clinical classification of these illnesses [4,5,6,7]. Concerns about a link to early
mortality have grown as a result of evidence of negative consequences, such as an increased incidence
of dementia and other psychomotor impairments (daytime weariness, ataxia, falls, and traffic
accidents), cancer, pneumonia, and other infections. Up until recently, the evidence supporting this was
based on a limited number of studies that varied in terms of setting, sample (particularly age
distribution), length of follow-up, drug type, source of drug usage data, and degree of control for
confounding (particularly from co-prescribing, smoking, socioeconomic status, physical and
psychiatric comorbidity, and drug and alcohol misuse). Four studies (in younger samples) found
evidence of considerably higher mortality, but two studies in older populations did not find a
statistically significant link between benzodiazepine usage and death after controlling for confounders
[8-16]. Although the Diagnostic and Statistical Manual of Mental Disorders is now undergoing
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revision, it should be remembered that the classification of anxiety disorders is always changing. The
usefulness of drawing rigid categorical distinctions across neuropsychiatric illnesses has also come up
for discussion again; some authors contend that these distinctions fall along a dimensional range. It is
obvious that efforts to model and create medications for certain conditions are complicated by the
constantly shifting diagnostic picture. Failures in the clinical trial design for new anxiolytics could
make this worse. Other writers have critically examined whether anxiolytic trials have been properly
constructed to detect a decent efficacy of innovative treatments for mood and anxiety disorders, even if
it is outside the purview of our competence to rate the fidelity of clinical trials [17,18,19]. Lack of a
sufficient explanation of the pathogenic mechanisms behind neuropsychiatric illnesses like anxiety
disorders is another well-discussed problem that complicates neuropsychiatric medication research.
Finding trustworthy biochemical biomarkers or genetic variants that can be used to diagnose anxiety
disorders and help predict treatment outcomes is still a significant challenge, despite a growing
understanding that emotional disorders are caused by a combination of genetic and environmental risk
factors [20,21]. The field has been viewed as a failure in spite of this vigorous preclinical research
effort to discover novel anxiolytics. We evaluate the current status of anxiolytic medication discovery
at this pivotal point in time in this review. We first present the tests and models of anxiety-like
behaviors that have been most frequently used to find and assess new anxiolytic drugs in order to set
the preclinical literature in some context. We then move on to the primary goal of our review, which is
to find new anxiolytic medications that don't target the GABA—-benzodiazepine system by analyzing a
database that includes almost all preclinical research that has been published in the last 50 years using
animal models. We concentrate on the serotonin, neuropeptide, glutamate, and endocannabinoid
systems, which are the most thoroughly researched neurotransmitter systems. After examining this
literature, we point out some of the main problems that might have prevented advancement and make
suggestions for future improvements in anxiolytic drug discovery [1,2,3,5-11].

The main purpose of this analyzed manuscript is to conduct a brief review of the literature, taking
into account the relevance and prospects of searching for drugs with anxiolytic activity.

Important medications with anxiolytic activities. According to the World Health Organization, 10%
of people worldwide suffer from anxiety of some kind, while 30% of adults worldwide suffer from
insomnia. A greater demand for organically derived compounds with less side effects has resulted from
the serious negative effects of traditional medications used to treat anxiety and insomnia, including
abuse, addiction, amnesia, and cognitive and sexual dysfunction. Concurring to World Wellbeing
Organization (WHO) inquire about, the number of restorative plants utilized for helpful purposes
around the world is roughly 20,000. Another WHO information is that around 4 billion individuals
world-wide attempt to illuminate their wellbeing issues utilizing home grown drugs within the to begin
with put. The three most vital variables within the utilize of restorative plants are quality, viability, and
security, which are comparable to those of routine solutions. In this regard, it is essential to know the
history of therapeutic plants utilized among the individuals, to record the existing ethnobotanical data
some time recently it vanishes totally, and to analyze its adequacy and security in todays conditions.
Numerous cutting edge drugs such as taxol, vinblastine, quinine, and artemisinin, are based on
conventional medication and ethnopharmacology [2-8]. Hence, it is critical deductively demonstrate
the adequacy of plants utilized in conventional medication and to distinguish the compound(s) mindful
for the impact. All through history, plants have been the foremost vital common assets that individuals
have utilized in nearly each angle of their lives, such as chasing, paying regard for devout customs,
getting nourishment and protect, and understanding wellbeing issues. Dioscorides, who lived in
Anatolia, included point by point data on the utilize of 500 therapeutic plants and drugs arranged from
these plants in his 5-volume work can be considered as the primary pharmacopoeia. The utilize of
plants as solutions begun within the early 19th century with extraction of morphine from opium and
the consequent separation of compounds such as cocaine, codeine, digitoxin and quinine, in other
words, the confinement of bioactive compounds from therapeutic plants. The utilize of plants for
restorative purposes is the starting of the street to present day pharmaceutical nowadays [28-35].
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Anxiolytic sedate revelation, whether it is centered on a single target or on numerous targets, will be
incredibly encouraged by concerted endeavors to illustrate the basic neurobiology of uneasiness.
distant better; A much better;A higher;A stronger;An improved">A higher understanding of uneasiness
at this level would give the establishment for a sound, mechanism-based approach for planning
anxiolytics. Fear termination has already been specified as an model of a degree that's behaviourally
supported by an amazing understanding of the basic neural frameworks and circuits. The neural
circuitry subserving conduct within the classic uneasiness tests has, by differentiate, not been well
defined. This may be changing, be that as it may, with the application of powerful unused methods,
such as optogenetics and can be advance supported by the consolidation of propels within the imaging
of the living brain of rodents. In parallel, advancing innovations for considering the
neuropathophysiology of uneasiness in people, from dissemination tensor imaging and fMRI to
genome sequencing, will serve to illuminate and coordinate the preclinical inquire about. An ideal
procedure will coordinated discoveries from people and creatures in an exertion to synergize merged,
cross-translational bolster for the clinical potential of an anxiolytic target [24-29].

An effective experimental model of anxiety has previously been thoroughly verified for use in
studies involving humans. The physiological signs of anxiety that can be accurately detected as
alterations in the startle reflex serve as the foundation for this model, which was directly adapted from
research on animals. Involuntary whole-body reactions brought on by abrupt, powerful stimuli are
known as the startle reflex. It is employed in a number of experimental models to investigate fear-
potentiation, pre-pulse inhibition, sensitization, and habituation. The increase in startle response that
occurs when anticipating temporally unpredictable adverse stimuli is known as anxiety-potentiated
startle (APS). It is a continuation of a long-term condition of anxiousness. Importantly, it has been
demonstrated that this model can assist in identifying and screening potential anxiolytics. In order to
help drug developers make the critical go/no-go choice prior to starting a clinical trial, this review will
show how APS in humans could improve the early stages of drug development by offering information
on the anxiolytic qualities of novel compounds in humans [23-27].

The rationale behind the experimental model of anxiety in healthy humans is as follows: After a
promising molecule is identified through basic research, its potential anxiolytic properties are tested in
animals, and if deemed to have the preliminary requirements for further testing, the feasibility of
moving to humans is tested. The drug's dosage, side effects, and mode of administration are evaluated
in healthy humans, and if it passes these initial steps, it is recommended for clinical drug trials. At this
point, there is a glaring gap: evidence of efficacy in animal models does not always translate into
efficacy in humans. We contend that this information can be easily obtained by using an experimental
model of anxiety in healthy humans [11-19].

Anxiety-potentiated startle to unpredictable threat. The development of experimental models of
psychiatric disorders necessitates careful consideration of the targeted symptoms and their
measurement. Fear and anxiety are two key symptoms that are relevant to anxiety disorders; they are
distinct defensive responses to different types of threats: anxiety is a long-duration state of tension,
caution, and vigilance in preparation for an uncertain future threat, while fear is a short-duration
response, a surge of autonomic arousal required for fight-or-flight [20,21,22]. There are amazing
translational models of fear utilizing Pavlovian (prompted) fear conditioning. Amid fear conditioning,
a short-duration signal is over and over matched with an aversive jolt, making the prompt a solid
indicator of peril. Consequent introduction of the prompt inspires a conditioned fear reaction, whereas
the nonattendance of the signal signals security. Fear conditioning is valuable to create unused
treatment procedures focusing on fear, but not uneasiness. The maintained cautious reaction that
characterizes uneasiness can be evoked by erratic danger, i.e. a risk not signaled by a prompt. This may
be finished with either conditioning strategies in people and creatures or verbal risk in people. Amid
verbal risk, subjects are educated that an aversive boost will be conveyed unusually [23,24,25,26].

Discussion. Psychoactive chemicals have been used for ages to treat anxiety, which is a natural
element of the human condition. The demand for anxiolytic medications in society and medicine has
not decreased. The current overview discusses the ongoing medical need for novel antianxiety drugs
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and gives a brief historical account of the discovery of modern-day anxiolytics, such as
benzodiazepines. The application and significance of behavioral pharmacology in the preclinical
development of anxiolytics are also covered in the paper. The variety of methods for developing a new
class of anxiolytics that go beyond GABAA receptor potentiation and monoamine uptake blockage is
then highlighted in the review [1,2,3]. Using human models of anxiety in healthy adults, this review
presents a research approach that could fundamentally alter the hunt for novel anxiolytics.
Pharmacotherapy for anxiety disorders is still not at its best, despite massive efforts in creating new
pharmacological treatments. Clinical trials for the majority of animal-based potential anxiolytics end in
failure. Before starting clinical trials, we suggest an extra screening step to aid in the selection of
potential anxiolytics. Through the use of experimental models of anxiety in healthy individuals, this
intermediary stage transfers the evidence supporting the potential anxiolytic properties of prospective
medications from animals to humans. One reliable translational model of anxiety is anxiety-potentiated
startle. It is a potential instrument for the discovery of anxiolytic drugs, according to a review of its
face, concept, and predictive validity as well as its psychometric qualities in humans. In conclusion,
the discovery of therapeutically useful anxiolytics may proceed more quickly and effectively if human
models of anxiety are used [11,12,13,14,15]. The behavioral specificity of action of anxiolytics is then
discussed, including the idea of developing an anxioselective drug, which targets anxiety without
causing undesirable side effects like sedation and dependence. Additionally, the use of anxiolytics in
the treatment of other conditions, such as substance use disorder, is briefly reviewed. Finally, a brief
overview of the current state of anxiolytic drug development is given, concluding with the notion that,
despite the availability of a variety of anxiolytic drugs, the lack of efficacy in certain patients and the
side-effects and safety issues associated with some of these medications require alternative
medications, and that current preclinical and clinical research is ongoing in order to find such
compounds [18-22].

Conclusion. Anxiolytic diseases are severe medical conditions that are widespread and on the rise in
many regions of the world. Better treatments are needed due to the rising prevalence of anxiety
disorders, but despite encouraging developments, the search for novel anxiolytics appears to have
come to a standstill. In order to help guide a more successful translational strategy in the future, we
have provided a thorough analysis of the preclinical research that has been published thus far. Our goal
is to present an unbiased assessment of the main trends, biases, and limits in the field.

We are hopeful that we may transition from the age of fear to the age of discovery with a new
generation of preclinical investigations based on pathogenic rodent models that are circuit-informed
and have robust, reciprocal translational ties to clinical research. It is evident from a historical review
of anxiolytic medications that individuals utilize them often when they are accessible to reduce anxiety
symptoms. Developing anxiolytic medications with fewer adverse effects, like drowsiness and
dependence, has been an aim of contemporary drug discovery research since the beginning of modern
mental care.
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