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This review focuses on herbal drugs that can be used to treat anxiety disorders. The most
common behavioural disorders are generalized anxiety disorder (GAD), obsessive-
compulsive disorder (OCD), panic disorder, specific phobia, social phobia, and post-
traumatic stress disorder (PTSD). Several medicinal plants have been proven to have
anti-anxiety effects. These plants are passion flower (passiflora incarnata), Brahmi
(Bacopa monnieri), Ashwagandha (Withania somnifera), Goti Kola or Mandookarparni
(Centella asiatic), Chamomile (Matricaria recutita), Kava Kava (piper methysticum),
Astragalus membranaceus. Depression is a chronic illness that can be fatal and affects
people all over the world. The medications used to treat this illness have a variety of
adverse effects and may interact with foods or other medications. Furthermore, only
thirty percent of patients satisfactorily receive the current medications, and the
remaining patients do not fully recover. Finding therapies that work well, have minimal
side effects, and are less expensive appears to be essential. Reviewing double-blind
clinical trials and animal studies on the antidepressant properties of medicinal herbs was
the aim of this investigation. Clinical trials have demonstrated the beneficial effects of
several herbs and their active compounds, including St. John's wort (Hypericum
perforatum), curcumin, saffron (Crocus sativus), lavender (Lavandula angustifolia),
Roseroot (Rhodiola rosea L.) and Borage (Echium amoenum) improving the symptoms
of mild, moderate, or major depression. Compared to synthetic drugs, the
aforementioned plants exhibit antidepressant properties and have fewer adverse effects.
As such, they may be able to help patients who are depressed.

INTRODUCTION

as higher blood pressure. Anxiety is a natural

Anxiety is defined as feeling tense, having worried  emotion that can lead to physical symptoms like
thoughts and experiencing physical changes such  shaking and sweating. Anxiety disorder can
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impact daily life but can get better with treatment.
Anxiety, worry and fear are natural human
feelings. When these feelings last a long time, they
can harm mental and physical health, leading to
clinical anxiety disorders. Various treatments
including herbal remedies are used to address
anxiety disorders. Anxiety is a common disorder
in the community especially in secondary medical
care. It often lasts for years causing personal
distress, lower quality of life, higher disease rates,
increased deaths and a heavy economic burden. In
this article, various herbal remedies for anxiety
disorders are discussed [85-86].

OCCURRENCE

In 2017 a study was conducted by Lancet found
that nearly 197 million people in India had mental
health disorders. Depression affected 45.9 million
individuals, while anxiety impacted 44.9 million
people (3.3% of the population). Females were
more affected by anxiety than males. Anxiety was
most common in Kerala followed by Manipur,
west Bengal Himachal Pradesh and Andhra
Pradesh. In 2017, the World Health Organization
reported around 38 million people in India have
anxiety disorders, making It the second most
prevalent disorder after depression.

TYPES OF ANXIETY DISORDER
GENERALIZED ANXIETY DISORDER
Generalized anxiety disorder is characterized by
Persistent anxiety and worry about various events
or feelings that the patient considers excessive and
inappropriate (DSM-IV-TR). People experience
both psychological and physical symptoms that
Cause substantial distress or disability. Additional
Symptoms include exhaustion, agitation, disturbed
sleep, difficulty focusing and tense muscles. A
person diagnosed with generalized anxiety
disorder (GAD) if they have excessive worry
about a lot of events for longer than six months
[82-84].

PANIC DISORDER
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People with panic disorders can have panic
attacks, which are sudden periods of intense
symptoms lasting around 10 minutes and can
happen with various anxiety disorders. Sweating,
palpitations, trembling, chills, hot flashes, Chest
pain and a feeling of choking are some of the
symptoms that may be present. A diagnosis of this
condition is done when an individual has recurrent,
predictable panic attacks and at least four of the
following symptoms appear suddenly and peak in
less than 10 minutes [82-84]
OBSESSIVE-COMPULSIVE DISORDER
Repetitive ritualistic behaviors and thoughts as
well as persistent and recurrent thoughts are
characteristic of this kind of disease. In this
disorder, there are repeated thoughts and actions
known as compulsions, such as repeated
handwashing, checking, ordering, repeated words,
quietly preying and so forth are deliberate,
purposeful and repetitive behaviours or mental
acts that are typically carried out in response to an
obsession [82-84].

POST-TRAUMATIC STRESS DISORDER
This disorder is caused by experiencing or
witnessing stressful or terrible life experiences
such as tragic accidents or severe crimes. This
disorder's symptoms may include trouble sleeping
or sleeplessness being overly sensitive to outside
factors and forgetting what happened during a
traumatic event [82-84].

Social phobia

Social anxiety disorder is also known as social
phobia and it is characterized by intense fear of
being rejected, negatively assessed or judged in a
social or performance situations. A person
suffering from social anxiety disorder may fear
exhibiting visible signs of anxiety such as
blushing, and stuttering. They may also worry
about being recognised as unintelligent, socially
inept, uninteresting or dull. people may avoid
social events or performances because they feel
anxious and distressed [82-84].
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SPECIFIC PHOBIA

This phobia is when someone is really scared of a
certain thing or situation like bugs, heights or
public transportation [82-84].

Herbal medicine for Anxiety.

Plants and their derivatives are not only important
Sources of nutrition in our lives but they are also
increasingly being used in the treatment of certain
such as psychiatric disorders such as anxiety, sleep
and mood disorders. Herbs are safer, more
digestible, cost effective and have fewer side
effects than pharmaceutical drugs. Herbs are more
effective than pharmaceutical drugs for treating
many health issues.

Passion flower (passiflora incarnata).

It acts as a partial agonist of the benzodiazepine
receptor, resulting in GABA-mediated anxiolysis.
Animal behavioural models demonstrate a non-
sedative  anxiolytic  effect.  passionflower
anxiolytic effects on rodents have been thoroughly
documented [1]. In a study Comparing passion
flower extract to Oxazepam in 18 outpatients with
a generalised anxiety disorder (GAD), the extract
was found to be effective. Additionally, Job
performance impartment was lower in the group
treated with passion flower extract compared to
the group treated with oxazepam. This study was a
randomized double-blind study [2]. Another study
found that preoperative oral passiflora incarnata
reduced anxiety in ambulatory surgery patients in
a double-blind placebo-controlled trial [3].

Herbal Mechanism of - MaJor
Medicine action Findings active
constituents
Anxiolysis
Passion mediated by
flower GABA system Anxiety Harman
(passiflora | Benzodiazepine | insomnia Chrysin
incarnata) receptor
agonist.

Brahmi (Bacopa monniera

Several herbs have been used as nerve tonics in
traditional Indian medicine. The most widely used
herb is brahmi, which is well known for enhancing
memory. For nearly 3000 years, Ayurvedic
physicians have utilised this herb. Research on
both animals and humans supported the traditional
Ayurvedic use of brahmi as an anti-anxiety
treatment. In Indian traditional medicine, Brahmi
IS used to treat various brain disorders such as

anxiety and poor memory [4]. In a recent clinical
study, it was found that administering brahmi
syrup to 35 individuals diagnosed with anxiety
neurosis led to a significant decrease in anxiety
symptoms and levels [5]. The Brahmi group
showed a decrease in depression and anxiety
scores as well as heart rate. In contrast, the placebo
group experienced an increase in these measures

[6].

Herbal Medicine Mechanism of action Findings Major active
constituents
Brahmi e Cholinesterase Anxiety
(Bacopa inhibition. Nervous Bacoside A
o e 5HT2: modulation. exhaustion Bacoside P
monniera) L2 |
e Antioxidant effect. Depression,
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Ashwagandha (Withania somnifera)

Ashwagandha has been a key herb used in
Ayurvedic and indigenous medicine for over 3000
years. Research including clinical and preclinical
studies Supports its effectiveness in treating
anxiety, Parkinson’s disease, inflammation as well
as cognitive and neurological disorders [7]. In
preclinical studies, the extract of the Withania
somnifera (WS) showed anxiolytic effects in
various tests as elevated plus-maze, feeding

with anxiety disorders using an ethanolic extract of
W. Somnifera for 6 weeks. The results showed that
the extract had an anxiolytic effect compared to a
placebo. Additionally, the extract was well-
tolerated and did not result in more side effects
than the placebo. This suggests that the ethanolic
extraction of w. Somnifera could be beneficial for
treating anxiety. The results show that
ashwagandha has  strong  stress-relieving
adaptogenic properties, supporting its traditional

latency in a new environment and social medicinal use in Ayurveda [9].
interaction [8]. A study was conducted on patients
Herbal Mechanism Eindings Major active
Medicine of action g constituents
Fatigue
Ashwagandha GABA Anxiety . .
(Withania mimetic Insomnia Wl'ghanoll_de
. L Withaferin
somnifera) activity Nervous
exhaustion

GOTU KOLA OR MANDOOKARPANI
(CENTELLA ASIATICA)

Centella asiatica also known as Gotukola, is
known for its positive impact on neurological
disorders. This herb has been used for many years
in Ayurvedic and traditional Chinese medicine to
help lessen symptoms of anxiety and depression.
Recent studies in rats have found that prolonged
pretreatment with Gotu kola can reduce locomotor
activity, improve performance in the elevated plus
maze, and lessen the response to sudden noises

administered a 70% hydro-ethanolic extract of
Centella Asiatica for two months. Hamilton's Brief
Psychiatric Rating Scale (BPR3 / was used to
screen  them. The study found that
Mandookarparni considerably reduced anxiety-
related disorders [10]. This preliminary research
indicates that Centella asiatica may have
anxiolytic properties in humans, although its
effectiveness in treating anxiety symptoms in large
populations has to be seen.

[11].  In a clinical trial, 33 people were
Major
Herbal Medicine Mechanism of action Findings active
constituents
Inhibition of acoustic
Gotu cola startle response in Cogn-itive S
(Centella asiatica) human RC'I_' Anxiety Asiaticoside
GABA transaminase Stress
inhibition.

Chamomile (Matricaria recutita)

One of the most widely used single ingredients in
herbal teas or tisanes is chamomile. Dried flower
heads are used to make chamomile tea, which had
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been traditionally used for gastrointestinal tract
disorders and other medical conditions. Additional
applications include attention deficit hyperactivity
disorder (ADHD), Sleeplessness, Varicose ulcers,
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dysmenorrhea, restlessness, allergic rhinitis and
mastitis. Flavonoids found in chamomile have
properties similar to those of benzodiazepines
[12]. A study compared the effectiveness of a
standardised extract of Matricaria recutita (L) to a

placebo for eight weeks in patients with mild to
moderate GAD (DSM-1V). The extracted treated
group had significantly lower HAMA (Hamilton
Anxiety Rating Scale) ratings compared to the
placebo group [13].

Herbal Mechanism of | Findings | Major active
Medicine | action constituents
Chamomile | e Neuroendocrine | Stress Apigenin
(Matricaria modulation . .
recutita) e Binding to | Anxiety a-bisabolol
GABA
receptors.

Kava Kava (Piper methysticum)

The principal effects of kava include weak GABA
binding, which increases the Synergistic effect of
[3H) muscimol binding of GABA-a- receptors and
GABA channel modification lipid membrane
shape and sodium channel functions. Additionally,
it inhibits MAO-B and downregulates a-
adrenergic activity. It prevents norepinephrine
from being reabsorbed in the prefrontal cortex. On
the Hamilton Anxiety Rating Scale (HAMA) kava
is reported to have a strong anxiolytic action when
compared to a placebo. One experiment showed

that kava was useful in the short term for treating
Anxiety [14-17]. In multiple controlled clinical
trials, kava-kava was used to treat anxiety
disorders. However, the individuals in this
research Varied widely with diagnoses including
agoraphobia, specific phobias, social phobias and
adjustment disorder with anxiety [18-21].
Research on animals has shown that kava has anti-
anxiety properties [22]. Several Randomized
double-blind clinical investigations in GAD
patients found that Kava-kava can reduce anxiety
[23].

Herbal Medicine Mechanism of action Findings | Malor active
constituents
Kava Kava GABA channel modulation | /AnXious Kawain
(Piper (sodium channel functionand | Nsommia | _
methysticum) Lipid membrane structure) Anxiety Dihydrokawain

Astragalus membranaceus.

A Korean herb called astragalus membranaceus
has been therapeutically recommended to treat
ilinesses related to stress. In persistently stressed
mice, AM dramatically improves memory and
learning deficiencies. Compared to the control
group, AM therapy results in a considerable
increase in the amount of time spent with open
arms. Additionally, in stressed rats, it increased the
expression of Choline acetyltransferase (ChAT)
[24]. There are no clinical studies on its anxiolytic
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effects. However, a clinical investigation showed
that astragalus had a protective effect on the State
of oxidative stress in hemodialysis [25].

Ginkgo (Ginkgo biloba)

The ginkgo tree is indigenous to Asia, and its
standardised leaf extract, which contains terpenes,
has been the subject of much research in Europe
on its potential benefits for dementia and cognition
and flavonoids as the components thought to be
active. In rats, chronic oral therapy with Ginkgo
biloba EGb 761 (100 mg/kg per day) resulted in
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dose-dependent increases in  frontocortical
dopamine levels after 14 days [26]. Additionally,
in vivo studies have indicated that chronic
administration inhibits noradrenaline reuptake
[27]. A study using the EPM in mice evaluated the
anxiolytic effects of ginkgo extract and its four
terpenoid components (Bilobalide, ginkgolide-A,
ginkgolide-B and ginkgolide-C,) [28]. The single

human study found was a 4-week RCT comparing
Ginkgo biloba EGb 761 extract (480 or 240 mg
daily) to placebo in 107 individuals diagnosed
with GAD, or adjustment disorder with anxious
mood. Both active treatment groups showed
significant dose-dependent reductions in HAMA
compared to placebo [29].

Herbal Mechanism of action Findings Major active
Medicine constituents
Ginkgo e GABAergic effect Anxiety Ginkolide
Modulation of
(Ginkgo biloba) * monoamine and | Depression Bilobalide
cholinergic pathways Cognitive
Impairment

Skullcap (Scutellaria Lateriflora)

Skullcap plants are used in traditional medicine in
Europe and North America for their calming
effects on the nervous system. They contain many
active compounds, with flavones being the main
ones responsible for reducing anxiety. One
specific compound, baicalein, has been found to
have similar effects to certain medications in
reducing anxiety and promoting relaxation.
Skullcap aerial portions have been employed in
European and North American traditional
medicine for relaxing, nervous system and

anticonvulsant actions [30-32]. Skullcap contains
diterpenoids, amino acids (GABA and glutamine),
essential oil, and phenolic compounds [32-33].
Flavones, such as wogonin, baicalein, chrysin and
baicalin wogonin, have been linked to anxiolytic
properties  [31,33]. Baicalein, a weak
benzodiazepine receptor ligand, has been shown in
in-vitro to have anxiolytic and sedative effects. In
a study of 12 participants, 5 (42%) were rated as
‘much’ or ‘very much improved' by clinicians, 6
(50%) as ‘minimally improved', and 1 (8%) as 'no
change.[35]

Herbal . . - Major active
Medicine Mechanism of action Findings constituents
Scullcap

Nervous .
) Posited GABA a- exhaustion Scutelaterin A
(Scutellaria binding affinit o
Lateriflora) g y Anxiety baicalin

DEPRESSION

Depression is a mental health condition that
negatively impacts a person's emotions, thoughts,
and behaviours in addition to their physical well-
being. Depression's primary signs and symptoms
include anhedonia, melancholy, slow motion and a
sad attitude [36]. The interplay of genetic and

INTERNATIONAL JOURNAL OF PHARMACEUTICAL SCIENCES

environmental variables is the primary cause of
depression; the precise aetiology and pathogenic
processes of depression are yet unknown [37-38].
There are currently many theories being discussed
regarding depression. The following is a list of the
generally acknowledged potential mechanisms:
First, the monoamine Hypothesis: Patients with
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depression have demonstrated insufficient
activation of monoamine neurotransmitters in both
their central and peripheral neural systems. Certain
antidepressants work by inhibiting serotonin
reuptake, norepinephrine reuptake, and serotonin
and norepinephrine reuptake, among other
mechanisms, to raise the concentration of
monoamine neurotransmitters in the synaptic cleft
of neurons and control mood [39-41] The HPA
axis (hypothalamic, pituitary, adrenal): It was
discovered that patients with depression have
abnormal HPA axis stimulation. The HPA's
sustained activity axis by emotional stress causes
a persistent rise in brain glucocorticoid levels,
which in turn causes depression [42-43]. A HPA
axis imbalance is linked to a decline in
glucocorticoid receptor (GR) activity, which in
turn causes dysfunction of the central nervous
system [44-45]. It has been demonstrated that
antidepressants enhance the biological activities
and expression of GRs in cellular and animal
models as well as in depressed individuals [43-46].
The third theory, known as the neuroinflammation
hypothesis, holds that stress can cause the release
of pro-inflammatory cytokines and
neurotransmitters, such as interleukin (IL)1p, IL6,
and tumour necrosis factor-a, all of which are
directly linked to the onset of depression [47-48].
The neurotrophic theory: Patients with depression
had lower serum and postmortem brain tissue
levels of brain-derived neurotrophic factor
(BDNF), and antidepressant effectiveness is linked
to higher BDNF levels in the central nervous
system [49-50].

TYPES OF DEPRESSION

Major Depression

Major depression is a common and complicated
mental condition that presents ongoing difficulties
for both patients and doctors. It's a common
disorder [55]. The most common kind of
depression is this one. Patients of this kind go
through repeated experiences throughout their

INTERNATIONAL JOURNAL OF PHARMACEUTICAL SCIENCES

lives [56]. Antidepressants are typically used in its
treatment [57].

Chronic depression or dysthmia

It is described as having a protracted, depressed
mood [51,54]. Compared to medicine, talk therapy
is more effective in treating dysthymia. Certain
studies also propose their combination [57].
Seasonal affective disorder

The cause of this kind of depression is a lack of
sunlight [52,57]. SAD is a common type of
depression that has a seasonal pattern, starting in
the autumn and lasting through the winter. The
main symptoms were melancholy and low energy.
Younger women who live far from the equator and
have a family history of depression, SAD, or
bipolar ~ disorder are  more  common.
Antidepressants, vitamin D, light therapy, and
counselling are commonly used in treatment
[53,58].

Atypical Depression

The patient may feel heaviness in their limbs, be
irritable, and have relationship issues [6]. Several
studies have indicated that talk therapy is an
excellent treatment for this kind of depression
[54,57].

Bipolar Depression

Manic-depressed disease, another name for bipolar
disorder, is characterised by periodic manic and
depressive episodes in the patient [56].
Psychosocial therapies combined  with
antidepressant  medication  can  improve
depression's acute stabilisation and long-term
maintenance. Drugs that interfere with sleep and
circadian rhythm have been shown to have an
impact on mood and could be useful in treatment
plan selection for some patients [59].

Psychotic depression

Patients with psychotic depression experience
delusions and hallucinations, which cause them to
become catatonic [56]. A combination of
antidepressants and antipsychotics was found to be
more successful in treating this type of depression,
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according to many reviews that have already been
published [57].

Post-partum Depression

Every year, it affects about 10-15% of moms. This
kind of sadness typically strikes six months to a
year after birth [60]. Postpartum depression was
noted in a study, however, four years following
delivery [61]. Postpartum depression can be
caused by physiological, situational, or complex
causes [62]. Among the triggers are a history of
postpartum depression [63], as well as being a
single parent [64]. Typically, acombination of talk
therapy and medication is provided [57].

St. John’s wort (Hypericum Perforatum)

It is known by its scientific name Hypericum
perforatum L., common Saint John's wort is a
herbaceous perennial plant that is indigenous to
North Africa, Asia, and Western Europe. It
belongs to the Hypericaceae family. This plant is

extensively distributed throughout Iran, growing
in the western regions of the country, Chalus,
Mazandaran, and the hillsides of the Alborz
Mountains [65]. In recent times, this plant has
gained substantial attention as a herbal cure for
depression. Numerous studies have been
conducted on its antidepressant benefits in animal
models and human subjects [66]. Hyperforin and
hypericin are the herb's primary active
components; research has indicated that
hyperforin has a higher antidepressant impact than
hypericin [67]. The amount of 3-methoxy-4-
hydroxyphenylglycol increased dramatically after
taking the hypericin extract, according to research
done on depressed women aged 55 to 65.
Methoxy-4-hydroxyphenylglycol is a metabolite
that is generated during the metabolism of
norepinephrine and is indicative of the
antidepressant response [68].

Herbal . . . Major
g Mechanism of action Findings active
Medicine i
constituents
St. John’s wort |¢  Decreased degradation of neurochemicals Bipolar
(Hypericum e Modulation of monoamine transmission Depression Hyperforin
Perforatum) |e Dopaminergic activity (prefrontal cortex) Depression

Saffron (Crocus sativus)

Saffron, whose scientific name is Crocus sativus
L. and belongs to the Iridaceae family, is one of
the costliest spices on the planet. Apart from its
conventional use as a food additive, it possesses
several therapeutic properties. Generally speaking,
traditional medicine has utilised saffron, its
extracts, and its tinctures as a sweat enhancer, anti-
inflammatory, expectorant, sedative, carminative,
stimulant, analgesic, gastric  strengthener,
antispasmodic, enhancer of sexual desires, and as
a means of promoting early menstruation [69-70]
Animal models have been used to show that the
aqueous and hydroalcoholic extracts of saffron
have antidepressant properties [69-70]. Forty
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patients with mild to moderate depression were
treated with either fluoxetine (20 mg/d) or a
hydroalcoholic extract of saffron (30 mg/d) in a
randomised double-blind clinical trial. Saffron
produced a significant improvement after six
weeks of treatment, comparable to fluoxetine.
Furthermore, no discernible variations were
observed in the adverse effects between the two
cohorts. Saffron has been associated with a higher
risk of bleeding, however, this study found that
saffron did not result in abnormal bleeding [71]. It
is hypothesised that the antidepressant activity of
saffron in the inhibition of serotonin, dopamine
and norepinephrine reuptake is by two of its active
constituents, safranal and crocin [69].
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Major
Herbal Medicine Mechanism of action Findings active
constituents
Saffron Inhibition of serotonin, dopamine and . .
. - - Depression Crocin
(Crocus sativus) norepinephrine reuptake.

Roseroot (Rhodiola rosea)

Rhodiola rosea L., a member of the family
Crassulaceae, grows in North America, Asia, and
Europe naturally. Traditional medicine in these
regions has long employed this herb to treat a
variety of illnesses, such as depression and
anxiety. As of right now, R. rosea is recognised as
an adaptogen plant that promotes physical vitality
and strengthens stress resistance [72]. Research
has demonstrated that the combination of R. rosea
and tricyclic antidepressants, when given to
patients suffering from depression, produces a
more potent antidepressant effect than either
medication used alone [73]. Darbinyan et al.

investigated the antidepressant effects of R. rosea
in patients with mild to chronic depression in a
randomised double-blind clinical trial. Ninety
patients were split into two groups: one received a
placebo and the other received an extract at doses
of 340 and 640 mg/d. While the placebo had no
discernible effects, the extract, at both doses,
significantly reduced overall depression as well as
emotional instability and sleeplessness. Not a
single group voiced concerns regarding the
adverse effects of the medication [74]. By raising
norepinephrine, serotonin and dopamine levels in
various brain regions, this plant's extract
demonstrates antidepressant action [72,75].

Major active

Herbal Medicine Mechanism of action Findings .
constituents
Roseroot Neuroendocrine modulation g:ap?ggglf Salidroside
. (inhibition of nitric oxide, stress- press Tyrosol
(Rhodiola rosea) h S . Cognitive ;
induced protein kinases, cortisol) Anxiety Rosavin

Lavender (Lavandula angustifolia)

The Lamiaceae family includes the lavender plant,
scientifically known as Lavandula angustifolia,
which has long been used in traditional medicine.
Traditional medicine has employed lavender as an
anti-spasmodic, analgesic and sedative. Lavender
essential oil aromatherapy has been demonstrated
in clinical trials to alleviate pain, depression,
anxiety and stress [76]. 45 patients with mild to
moderate depression participated in a second
double-blind clinical trial. They were split into
three groups: one that received imipramine tablet

(100 mg) + placebo drop (60 drops), another that
received lavender drop (60 drops) + placebo tablet,
and a third group that received imipramine tablet
(100 mg) + lavender drop (60 drops). After four
weeks, the antidepressant effect of lavender by
itself was less than that of imipramine. Lavender
and imipramine together had much stronger
antidepressant effects than imipramine by itself.
While the lavender group complained of
headaches, the imipramine group complained of
anticholinergic side effects like urinary retention
and dry mouth [77].

Herbal Medicine Mechanism of Findings Major active
action constituents
Depression
Lavender . Somatic Linalool
(Lavandula angustifolia) GABA modulation tension Linaly acetate
Anxiety
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Borage (Echium amoenum)

Iranian echium, scientifically known as Echium
amoenum, is a member of the Boraginaceae family
and is only found in Iran's Alborz Mountain
Range. This plant is traditionally used in Iran to
improve mood and treat anxiety [78]. 35 patients
with mild to moderate depression received either a

placebo or E. amoenum (375 mg/d) for six weeks
as part of a double-blind clinical trial. After four
weeks, the group receiving E. amoenum treatment
had a significant decrease in depression. There was
no discernible difference in the side effects of E.
amoenum and the placebo [78].

Curcumin

Turmeric (Curcuma longa Linn) naturally contains
a chemical compound called curcumin. Curcumin
has  demonstrated notable  antidepressant
properties in  numerous animal models of
depression. However, because of its poor
absorption through the digestive system, its
efficacy in clinical trials is lower [80]. Lopresti et
al. investigated the impact of daily curcumin
intake on patients with major depressive disorder
in a double-blind clinical trial. A random
assignment was made to place 56 patients in the
placebo or curcumin (500 mg twice daily) groups.
Following four weeks of therapy, there was no
discernible difference in the two groups' rates of
remission of depressive symptoms. However, after
eight weeks, the curcumin group's depression
symptoms considerably improved. Additionally,
the subgroup of atypical major depression showed
improved effects from curcumin [81].

60 patients with major depression were split into
three groups and given fluoxetine (20 mg),
curcumin (1000 mg), and both in a double-blind
clinical trial. When compared to fluoxetine
(64.7%) and curcumin (62.4%) alone, the
combination of fluoxetine and curcumin led to a
greater reduction of symptoms (77.8%) after 6
weeks of treatment. Compared to fluoxetine,
curcumin produced fewer side effects and was
well tolerated by the patients in this study [79].
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Herbal Medicine Mechanism of action Findings | Major active constituents
Borage Its antidepressant mechanism Anxiety Rosmarinic acid
(Echium amoenum) is unknown Depression Thesinine
Research indicates that curcumin alleviates

depression symptoms by affecting the biological
mechanisms that underlie depression, such as the
nitrative and oxidative pathways, monoaminergic
activity, inflammatory process, and HPA axis
activity. In mice subjected to depression, curcumin
also promotes neurogenesis in the hippocampus
and frontal cortex [80].

CONCLUSION

Herbs are a beneficial alternative to
pharmaceutical drugs for treating various health
conditions. When herbs are combined with a raw
vegan diet and regular exercise, they can improve
overall  health  more  effectively than
pharmaceutical drugs. Some herbs such as kava-
kava and gingko have shown promising results in
clinical  studies, demonstrating  significant
effectiveness when compared to benzodiazepines,
buspirone, and antidepressants. However, despite
the increasing evidence supporting the use of herbs
in treating neuropsychiatric disorders, there are
challenges in translating these findings into
effective patient treatment. One major obstacle is
the limited understanding of the chemical
composition of herbal products, as well as the lack
of standardized preparations and a scarcity of well-
controlled research studies. Initial findings
indicate that herbal medicines could be beneficial
in treating anxiety disorders and should be further
investigated. However, it is important to note that
many of these remedies have not been approved
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for clinical use and herbal treatments should not be
considered as a replacement for traditional clinical
therapies. Additionally, certain herbal remedies
may have adverse interactions with other
medications, possibly resulting in serious side
effects or even death. Therefore, it is
recommended to use herbal medications under the
close supervision of qualified Ayurvedic
physicians with regular check-ins. In our review
study, we examined the anxiolytic effects of
various plant extracts on mice and rats at different
doses. The results showed significant levels of
anxiolytic activity using the Elevated Plus Maze
(EPM) and other parameters. However, the
effectiveness of using particular medicinal plants
to treat specific types of anxiety disorders still
requires further evidence. When medicinal herbs
are used to treat patients with major depression as
well as mild to moderate depression, certain
medicinal herbs have demonstrated antidepressant
effects comparable to those of conventional
antidepressants. Patients who use medicinal plants
report no significant adverse effects, and those side
effects are not substantially different from those of
placebos. Nevertheless, more research with a
bigger sample size is required to validate their
toxicity in various people, side effects, and
antidepressant properties.
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