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Course Objective

The purpose of this course is to help healthcare profession-
als in all practice settings increase their understanding of
nutrients, lifestyle changes, complementary modalities, and
herbal products that are often used by patients experiencing
depression or anxiety.

Learning Objectives
Upon completion of this course, you should be able to:

1. Discuss the prevalence and severity of
depression and anxiety in the U.S. adult
population.

2. Provide counseling points for the safe and
effective use of alternative modalities for
anxiety and depression.

3. Review the evidence for herbal supplements
commonly used for depression and anxiety.

4. Compare the evidence for vitamins and
minerals in the management of mental health.

5. Consider the evidence for safe and appropriate
use of alternative therapies during pregnancy
and breastfeeding.

Pharmacy Technician Learning Objectives
Upon completion of this course, you should be able to:

1. Describe the prevalence and impact of mental
disorders in the United States.

2. Odutline alternative or complementary approaches
to the treatment of depression and anxiety.

Sections marked with this symbol include

evidence-based practice recommendations.

The level of evidence and/or strength

of recommendation, as provided by the

evidence-based source, are also included
so you may determine the validity or relevance of the
information. These sections may be used in conjunction
with the course material for better application to your
daily practice.
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INTRODUCTION

Mental health, which includes emotional, psycho-
logical and social well-being, affects the way that
a person acts, thinks and feels. Although mental
health has traditionally been considered separate
from physical health, there has been a large and
relatively successful movement toward recognizing
mental health as equally important to physical
health, and a core component of a person’s overall
well-being.

In fact, it is now well-established that mental health
issues can increase a person’s risk of physical health
problems, such as diabetes, heart disease and stroke.
Conversely, chronic physical health conditions can
increase the risk for mental health concerns [1].

PREVALENCE AND IMPACT

In the United States, it is estimated that more than
one in five adults (20%) live with a mental illness.
This statistic covers what is referred to as “any mental
illness,” defined as a mental, behavioral or emotional
disorder that can vary in its impact from mild to
severe. In the United States, women are more likely
to have a mental illness than men (27.2% vs. 18.1%)
and younger adults are more likely to have a mental
illness than older adults. In 2021, 34% of all adults
18 to 25 years of age had a mental illness, compared
to 28% of adults 26 to 49 years of age and 15% of all
adults 50 years of age and older [2]. The prevalence
of mental illness in adolescents (12 to 17 years of
age) is also increasing [3].

The majority of mental illnesses are classified as
mild to moderate, meaning that they cause mild-
to-moderate functional impairment. According to
the National Institute of Mental Health, a mental
illness is considered serious (or severe) if it “substan-
tially interferes with or limits one or more major
life activities” [2]. In 2021, it was estimated that 14
million adults (5.5%) had a serious mental illness.
This suggests that about 75% of all mental illnesses
in U.S. adults are classified as mild to moderate at
any given time [2].
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Even mental illness that is not considered severe
can have serious long-term impacts if not addressed.
Mental illness is known to cause significant disability
and can even contribute to premature mortality.
The Global Burden of Disease study attributes
nearly 15% of years of life lost to mental disorders,
making mental illnesses one of the largest causes of

disability worldwide [4].

Mental illness is also known to increase the number
of “deaths of despair.” These deaths from drugs,
alcohol, and suicide—which tend to be caused by
mental health difficulties, as well as pain and eco-
nomic distress—more than doubled between the
1960s and 2017 and have continued to rise [5]. Ado-
lescents and younger adults have not been immune
to this increase. In the decade prior to 2018, suicide
death rates among individuals 10 to 24 years of age

increased by 47% [6].

AN OVERVIEW OF COMMON
MENTAL HEALTH DISORDERS

DEPRESSION

Depression is one of the most common mental ill-
nesses reported in the United States. In 2021, 21
million U.S. adults (8.3%) had at least one major
depressive episode. This rate was highest in those
18 to 25 years of age (18.6%). Major depressive epi-
sodes resulting in severe impairment affected 5.7%
of all U.S. adults in 2021. That same year, 5 million
adolescents—representing about 20% of those 12 to
17 years of age—reported major depressive episodes.
This rate was much higher in girls than boys, at 29%
and 11.5%, respectively [2].

Major depressive disorder (MDD) is defined in the
revised fifth edition of the Diagnostic and Statistical
Manual of Mental Disorders (DSM-5-TR) as a period
of at least two weeks when a person experienced a
depressed mood or loss of interest or pleasure in
daily activities, and had a majority of specified symp-
toms, such as problems with sleep, eating, energy,
concentration, or selfworth [7].

The prevalence of depression in the general popula-
tion increased significantly during the COVID-19
pandemic. According to a scientific brief published
by the World Health Organization (WHO) in early
2022, the global prevalence of depression increased
by 27.6% in the preceding year. Women were more
affected than men, and younger adults (especially
those 20 to 24 years of age) were most affected [8].

Seasonal Depression

Some forms of depression manifest only at certain
times. One such form that affects many adults in
the United States, but with a more intermittent
impact, is seasonal affective disorder (SAD), also
known as seasonal depression or winter depression.
This mental illness is identified in the DSM-5-TR
as a type of depression (Major Depressive Disorder
with a Seasonal Pattern) [9].

People with seasonal depression experience mood
changes and symptoms similar to other forms of
depression. The symptoms usually occur during the
fall and winter months—comprising about 40% of
the calendar year—when there is less sunlight. In the
United States, the most difficult months tend to be
January and February, with the majority of people
experiencing improvement with the arrival of spring.
This form of depression is estimated to affect 5% of
all U.S. adults. As with other forms of depression,
it is more common women than in men [9].

Postpartum Depression

Postpartum depression is another important form
of depression that manifests only at certain times,
in this case, after giving birth. This should not be
confused with what is sometimes referred to as the
“baby blues,” which often resolves within a few days
of delivery. Rather, postpartum depression is more
intense, lasts much longer, and mirrors the symp-
toms of MDD. For some patients, this manifests as
crying more often, feelings of anger, withdrawing
from loved ones, feeling numb or disconnected from
the newborn, and feelings of guilt [10].

4 NetCE e January 5, 2025

www.NetCE.com



Some adults are at a higher risk of postpartum
depression, including those who have recently
experienced stressful life events, experienced preg-
nancy complications, have low social support, have
a previous history (or family history) of depression,
delivered preterm, and/or gave birth to multiple
newborns at once. However, it can also affect oth-
erwise healthy adults with no apparent risk factors

[10].

This form of depression seems to occur in about one
of eight adults (13%) who have recently given birth
in the United States. This rate is higher (greater than
20%) in those who were 19 years of age or younger
at the time of delivery. Due to this high prevalence,
experts recommend that all pregnant adults be
screened for depression [11].

ANXIETY

Anxiety is another common mental illness in the
United States, although it can take many forms.
When referred to under the general umbrella of
anxiety, this can include generalized anxiety disorder
(GAD), panic disorder, agoraphobia, social anxiety
disorder, obsessive-compulsive disorder, and separa-
tion anxiety disorder, among others.

Most adults diagnosed with anxiety are considered
to have GAD. This is characterized by excessive
worry that is difficult to control and is accompanied
by physical symptoms like restlessness, fatigue, dif-
ficulty concentrating, irritability, muscle tension,
and/or sleep disturbance. In 2019, approximately
15% of adults had experienced symptoms of anxi-
ety of some level in the past two weeks, with 9.5%,
3.4%, and 2.7% of adults experiencing mild, moder-
ate, or severe symptoms of anxiety, respectively [12].

Anxiety symptoms were most common in those 18
to 29 years of age. In this age group, about 20%
experienced any symptoms, with 12% experienc-
ing mild symptoms, 5% moderate, and 3% severe.
More than 19% of women reported symptoms of
anxiety in the past two weeks, compared with 12%

of men [12].
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Symptoms of anxiety are often assessed using the
GAD-7 scale, which is a validated brief self-report
screening that can assess the severity of symptoms.
Adults with GAD-7 scores of 0-4 are considered to
have no or minimal symptoms; those with scores of

5-9, 10-14, or 15-21 are considered to have mild,

moderate, or severe symptoms, respectively [13].

As with depression, the COVID-19 pandemic led
to a notable global increase in the prevalence of
anxiety. The same WHO report that identified an
increase in symptoms of depression also identified
a 25.6% increase in the prevalence of anxiety disor-
ders during the first year of the pandemic. As with
depression, women and adults 20 to 24 years of age
were most affected [8].

In the United States, as many as 40% of all adults
reported symptoms consistent with anxiety and
depression during the first year of the pandemic.
This declined to about 30% of all adults as the pan-
demic continued into 2022 and 2023. A full 50% of
young adults (18 to 24 years of age) reported anxiety
and depression symptoms in 2023, with women

reporting symptoms of anxiety and/or depression
at a rate of 36% (compared with 28% of men) [14].

OTHER MENTAL ILLNESSES

Many other conditions fall under the umbrella of
“mental illness” and affect adults and adolescents
in the United States. Some examples of these condi-
tions include attention deficit hyperactivity disorder
(ADHD), psychotic disorders, post-traumatic stress
disorder (PTSD), bipolar disorder, eating disorders,
and more.

Due to the severity and specificity of these condi-
tions, these mental illnesses will not be covered in
this course. Similarly, severe depression and anxiety
are also not within the scope of this course. The
research discussed will instead focus on adults with
mild-to-moderate depression and anxiety.
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AN IMPORTANT NOTE ABOUT
TREATMENT AND DIAGNOSIS

Mental illnesses should always be taken seriously,
even in patients who report only mild or moderate
impairment. Screening for these conditions should
occur consistently, in alignment with national rec-
ommendations. Any patients identified as having a
mental illness should be provided with referrals for
appropriate and evidence-based treatment options.

Unfortunately, due to an ongoing shortage of
behavioral health workers, patients may experience
difficulties accessing standard treatments, such as
counseling and support groups. For patients who
are experiencing more modest impairment from
a mental health condition, or for those who are
waitlisted with a specialized provider, alternative
therapies may be considered as a stopgap measure.
Additionally, for patients who are currently receiving
recommended treatment, alternative therapies may
be considered as supplemental treatment options.

Alternative treatment options should never be con-
sidered or relied upon as a replacement for evidence-
based care in a patient with a serious mental health
disorder or in a patient experiencing symptoms of
suicidality.

EXERCISE-BASED THERAPIES

Over the years, exercise has become a well-accepted
tool for the management of depression and anxi-
ety. In fact, the American Psychiatric Association
(APA)’s guideline on the treatment of depression
acknowledges exercise as a relevant and beneficial
treatment modality for all severities of depression.
For mild depression, the guideline indicates that a
patient may elect to try exercise as a sole treatment
for their symptoms for the first several weeks. As
for patients with more severe depression and/or
those who are using other treatments, exercise is
considered a reasonable addition to any treatment

plan [15].

For adults with depression for whom
psychotherapy or pharmacotherapy is
either ineffective or unacceptable, the
American Psychological Association
suggests exercise monotherapy.

(https://www.apa.org/depression-
guideline/guideline.pdf. Last accessed December 17,
2024.)

Strength of recommendation: Conditional

A 2023 meta-analysis pooled together more than 90
studies to assess the overarching benefits of exercise
for the management of depression, anxiety, and
stress. The analysis found that physical activity had
medium benefits for all three conditions when com-
pared with usual care. Some of the largest benefits
were seen in people with depression, certain chronic
conditions, and pregnant and postpartum females.
Higher intensity interventions were associated with
greater improvements, although the benefits of
physical activity appeared to wane over time [16].

A separate, large meta-analysis pooled data from
more than 200 studies in people with depression.
That analysis determined that certain forms of exer-
cise, including walking or jogging, strength training,
mixed aerobic exercises, yoga, and tai chi or qi gong,
offered the greatest benefits. Here, we will review the
evidence for these last three forms of physical activ-
ity, all of which contain a meditative component.

YOGA

Yoga is a form of meditative physical activity that
originated from a traditional system of medicine in
India: Ayurveda. Yoga generally involves controlled
breathing, meditation, and body posturing, although
there are many subtypes of yoga which involve dif-
fering levels of physical activity.

The evidence to date indicates that practicing yoga
for one to two months can improve symptoms of
depression in people with mild or new-onset depres-
sion. Additionally, it appears to be beneficial as an
adjunct therapy in people who are taking conven-
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tional antidepressants. Importantly, most of these
studies evaluated the use of “Western yoga,” which
tends to entail a greater focus on physical yoga poses

[17].

Research on the use of yoga for anxiety is limited to
smaller clinical studies. However, that research does
suggest that practicing differing styles of yoga can
modestly improve symptoms of anxiety when com-
pared with a control or other active treatment [17].

Yoga is generally considered safe, with temporary
musculoskeletal pain as the most common adverse
effect. For adults with limited prior exercise, mobil-
ity concerns, or other serious health issues, encour-
age a consultation with a trained practitioner prior
to participation in yoga.

Pregnancy and Breastfeeding

A number of studies have evaluated the benefits of
yoga during pregnancy. Most of these studies sug-
gest that practicing yoga during pregnancy reduces
the rate of depression. However, some studies have
yielded conflicting findings, which may be associ-
ated with whether or not the person already had
depression at the start of the study. Some studies
have also evaluated yoga for the management of
anxiety during pregnancy, finding modest benefits
when compared with either baseline or a control

group [18; 19; 20; 21].

Importantly, these studies all indicate that yoga
is generally safe during pregnancy and does not
adversely affect the child’s outcomes. However,
aggressive or more extreme forms of yoga, such as
hot yoga, should likely be avoided during pregnancy.

QI GONG AND TAI CHI

Qi gong is a martial art-like exercise with a focus on
meditation and breathing that originated in China.
It is intended to regulate the body’s qi (vital energy
or life force). There are several varieties of qi gong,
with some that involve slow movements and exercise
and others that involve bodywork conducted by a
trained practitioner [22].

Tai chi is one specific form of qi gong that has
become relatively popular in North America. This
form of exercise involves controlled breathing and
slow, rhythmic body movements which are intended
to facilitate the flow of qi [23].

Small clinical studies suggest that practicing qi gong
for 90 to 350 minutes each week for up to four
months can reduce symptoms of depression when
compared with various control groups [22]. Tai chi
has also been evaluated in people with depression,
although these studies have been relatively small.
While one study suggests that practicing tai chi for
two hours weekly for 10 weeks can improve symp-
toms when compared with simple health education,
a follow-up study in this same group of patients did
not ultimately identify additional benefit with tai

chi [23; 24].

A meta-analysis of 10 clinical studies in healthy
adults, some of which were low-quality and not
randomized, shows that practicing tai chi five times
weekly for a year can modestly improve anxiety
symptoms when compared with a waitlist or control
group. However, it did not seem to improve depres-
sive symptoms or stress [25].

Qi gong and tai chi are generally considered safe;
temporary musculoskeletal pain is the most common
adverse effect of qi gong. However, for adults with
limited prior exercise, mobility concerns, or other
serious health issues, encourage a consultation with
a trained practitioner prior to participation.

Pregnancy and Breastfeeding

There is little to no research evaluating the benefits
or safety of qi gong or tai chi while pregnant or
breastfeeding. Advise patients to consult with a
trained professional before initiating tai chi or any
other exercise program when pregnant or breast
feeding.
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ALTERNATIVE MODALITIES

For patients who are interested in pursuing alterna-
tive treatment options that do not involve the use
of an oral supplement, a variety of other modalities
have been evaluated for both anxiety and depression.
However, it is important to note that many of these
modalities have been studied in conjunction with
the use of conventional treatment options, including
antidepressants and therapy.

ACUPUNCTURE

Acupoint therapies, which utilize concepts based in
traditional Chinese medicine, have grown in popu-
larity over recent years. These include acupuncture,
acupressure, moxibustion, and acustimulation.

Although there is general interest in the use of these
therapies for the management of depression and
anxiety, the best evidence is for acupuncture. Most
clinical studies suggest that acupuncture can reduce
symptoms of depression when used as an adjunct to
conventional therapy. These studies suggest that acu-
puncture can improve the rate of treatment response
with conventional antidepressants and may also
reduce remission rates [26; 27]. Importantly, most
of these studies were of low quality and conducted
in a single country (outside of the United States);
their relevance to the typical patient with depression
in North America remains unclear.

Acupuncture is considered generally safe, so long
as it is performed in a hygienic environment with
sterilized needles by a licensed practitioner using
appropriate techniques. The most common adverse
effects include bruising, pain, and swelling at the site
of needle entry.

Pregnancy and Breastfeeding

Small clinical studies have evaluated acupuncture for
postpartum depression, suggesting that there may be
a small benefit when acupuncture is added to con-
ventional antidepressants [28]. Generally, research
with traditional acupuncture during pregnancy has
not identified any safety concerns for the unborn
baby. However, there is one specific acupoint (SP6)
which may be unsafe to stimulate during pregnancy,
as it has been associated with an increased risk for
early contractions and miscarriage [29].

It is unclear if laser acupuncture or electroacu-
puncture are safe during pregnancy. Additionally,
there is little to no research evaluating the safety of
acupuncture while breastfeeding. Counsel patients
to consult with a licensed practitioner prior to
undergoing any form of acupuncture while pregnant
or breastfeeding.

ANIMAL-ASSISTED THERAPY

Animal-assisted therapy, as the name implies,
involves using a trained animal to help with either
recovery from or coping with various health condi-
tions. This form of therapy has been used for the
management of both physical and mental illness.

Clinical research has found that single sessions of
various types of animal-assisted therapy can improve
shortlived situational symptoms of anxiety (often
self-reported). These studies mostly involved a dog
as part of individual or group therapy and the ses-
sions lasted for 8 to 30 minutes [30; 31]. The benefit
is similar to that seen with therapeutic recreation
sessions or interactions with social workers, suggest-
ing that animal-assisted therapy may be a reason-
able adjunct to various other anxiety treatments.
Research on the use of animal-assisted therapy for
depression, however, is limited and inconclusive.

Animal-assisted therapy is generally safe for most
people, although people who are at increased risk
of infection should take appropriate precautions.
Additionally, allergies may be an important consid-
eration for some individuals.
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EXPRESSIVE THERAPIES
(MUSIC AND ART)

Expressive therapies combine some form of artistic
expression with some form of therapy. This artistic
expression can include art, music, dance, drama,
poetry, or creative writing. Two specific forms of
expressive therapy—art and music—have shown
benefit for symptoms of anxiety and depression.

The best evidence for both forms of expressive
therapy is in the management of depression. Vari-
ous forms of art therapy can improve symptoms of
depression, from adolescents to the elderly. Research
has shown that art therapy, in the form of regular ses-
sions over 10 to 20 weeks, can offer modest benefit
as an adjunct to conventional antidepressants or as
monotherapy [32; 33]. Similarly, music therapy has
shown benefit for symptoms of depression across
various age groups. This therapy may include listen-
ing to and/or making music, with or without the
presence of a therapist. In most cases, the patients
in these studies were already taking a conventional
antidepressant [34; 35].

There is also a large body of evidence showing that
music therapy can benefit people with symptoms
of anxiety. In these studies, music therapy had a
small to medium benefit in a variety of patients,
including postpartum adults, people with a variety
of underlying health conditions, and adolescents.
These benefits appear to be short-term, however, and
do not seem to continue after the therapy has ended
[36]. Some small clinical studies have also shown
modest benefit with art therapy, particularly in the
elderly or in women with various anxiety disorders.
In most of these studies, 10 to 12 art therapy sessions
occurred over about three months [37; 38].

Particularly for patients who already enjoy music
and/or art, these expressive therapies could be con-
sidered as safe adjunctive modalities for managing
symptoms of depression and anxiety.

#98160 Alternative Therapies for Depression and Anxiety

Pregnancy and Breastfeeding

Some small clinical studies suggest that music ther-
apy may be beneficial for postpartum depression,
although those same studies did not find benefit
for postpartum anxiety [39]. Art therapy has not
been adequately evaluated for the management of
perinatal or postpartum depression or anxiety.

Although neither modality has been extensively
evaluated for safety during pregnancy or breastfeed-
ing, there are no reasons to expect safety concerns
so long as adequate precautions (e.g., avoidance of
loud noises) are taken.

MINDFULNESS

Mindfulness, a practice derived from Buddhist the-
ory, has also become popular for general well-being
and the management of mild to moderate mental
health concerns. Mindfulness involves a purpose-
ful attention and awareness of present thoughts,
emotions, and sensations without evaluation or
judgment of what is occurring.

Mindfulness-based stress reduction (MBSR) is a
well-studied and standardized mindfulness practice.
It usually includes eight weekly 2.5-hour sessions,
as well as daily home recordings of mindfulness
exercises and a half-day retreat after the sixth class
[40]. It includes three main components:

e Didactic material that explains
the concept of mindfulness

* Practicing mindfulness exercises
during group sessions and at home

e Discussing and sharing MBSR
experiences with a group

In general, mindfulness seems to modestly reduce
anxiety, although benefits appear to be short-term. It
is unclear how mindfulness or MBSR compares with
other nonpharmacologic treatment options. Meta-
analyses, small clinical studies, and observational
research in patients with various forms of anxiety,
or without diagnosed anxiety, show that practicing
MBSR or modified MBSR improves anxiety severity
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when compared with baseline or no intervention
[41;42; 43]. One large clinical trial shows that prac-
ticing MBSR for eight weeks may be as effective as
taking escitalopram [44].

Most clinical research also shows that mindfulness
can reduce symptoms of depression. These studies
evaluated MBSR, as well as another form of mindful-
ness known as mindfulness-based cognitive therapy
(MBCT) [45]. Although most studies have evalu-
ated only the short-term effects of these modalities,
MBCT does appear to reduce the risk of depressive
relapse within 60 weeks of treatment [46].

Considering that MBSR has also shown benefit for
the management of stress, mindfulness may be of
particular interest to patients who experience mild
and intermittent symptoms of anxiety or depression.

Pregnancy and Breastfeeding

Mindfulness during pregnancy or breastfeeding has
not been well-researched. That being said, mindful-
ness is considered safe in the general population and
in people with various chronic conditions, with no
reason to expect adverse effects.

RELAXATION THERAPY

Relaxation therapy involves the teaching of various
skills and methods to achieve relaxation, including
imagery, breathing exercises, focused muscle tens-
ing and relaxing, and cue-controlled relaxation.
Patients are instructed to practice these methods
on a regular basis.

Clinical research shows that relaxation therapy can
improve symptoms of anxiety in people with anxiety
disorders or situational anxiety and can also improve
symptoms of depression in people with MDD. How-
ever, in both cases, it appears to be less effective than
cognitive-behavioral therapy (CBT) or certain forms

of meditation [47; 48].

Although the benefits of relaxation therapy may be
modest at best, it is a generally safe modality that
can be integrated into everyday life.

Pregnancy and Breastfeeding

In a small clinical study, relaxation therapy has dem-
onstrated modest benefit for symptoms of depres-
sion and anxiety in perinatal adults [49]. Although
research in those who are pregnant or breastfeeding
has been limited to date, there is no reason to expect
safety concerns with the use of relaxation therapy.

LIGHT THERAPY

Also known as phototherapy, light therapy involves
exposing the skin to specific wavelengths of light.
This modality is of particular interest, and has
shown particular benefit, in the management of
seasonal depression.

Clinical research shows that light therapy, delivered
at a brightness of 3,000-10,000 lux, reduces symp-
toms of seasonal depression and may be similarly
effective to fluoxetine 20 mg daily [50]. Higher inten-
sity light therapy appears to be more effective than
dimmer therapy, and blue and green wavelengths
appear to be more beneficial than red wavelengths
[50; 51]. In most studies, patients have been exposed
to a light placed 12-18 inches away from the face
for 30 minutes to 3 hours each day.

Light therapy for seasonal depression does not
include ultraviolet (UV) wavelengths and is thus
considered safe for use. When the appropriate wave-
lengths and brightness are employed, light therapy
has not been associated with adverse effects.

For patients with mild-to-moderate major
depressive disorder with or without a
seasonal pattern (formerly seasonal
affective disorder), the Department of
Defense/ Veterans Affairs suggest offering
light therapy.

(https://www.healthquality.va.gov/guidelines/MH/
mdd/VADODMDDCPGFinal508.pdf. Last accessed
December 17, 2024.)

Strength of recommendation: Weak for
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Pregnancy and Breastfeeding

One very small clinical study suggests that light
therapy may be beneficial for untreated perinatal or
postpartum depression. In this study, bright light
therapy was associated with remission in 42% of
patients, compared with 0% of the patients who
received placebo (low-light) therapy. This study
was too small to determine whether there were any
adverse effects to the fetus [52].

Although there is no reason to suspect that light
therapy would cause harm to an unborn baby,
counsel patients to ensure that light is directed to
the face and used at the appropriate wavelength,
brightness, and duration.

DIETARY SUPPLEMENTS

A variety of supplements, including herbal products,
vitamins, minerals, and other naturally occurring
chemicals, have been proposed for use in the treat-
ment of mild-to-moderate depression and anxiety.
Unfortunately, the evidence to support the use of
these supplements is not typically of the same size
and quality as the evidence for prescription medi-
cations. Additionally, just like prescription drugs,
many supplements have the potential to cause drug
interactions. These considerations should be kept
in mind while reviewing the options discussed here.

HERBAL SUPPLEMENTS
St. John’s Wort

St. John’s wort (Hypericum perforatum) is a plant with
a yellow, star-shaped flower. Extracts of the plant are
known to affect the neurotransmitters serotonin,
dopamine, and norephinephrine, possibly limiting
their reuptake. It has been extensively studied for
the treatment of mild or moderate depression, with
most studies showing evidence of benefit.

Many individual clinical trials show that St. John’s
wort extracts are more effective than placebo and
may be as effective as selective serotonin reuptake
inhibitors (SSRIs) for treating depression. It is
important to note that the benefits of St. John’s wort
are only seen with certain extracts that contain spe-
cific amounts of chemicals found in the plant. The
extracts that have shown benefit in clinical research
contain 0.3% hypericin and 1% to 4% hyperforin.
If a patient purchases a St. John’s wort product that
contains differing quantities of these chemicals, they

may have a reduced likelihood of benefit [53].

St. John’s wort extracts may have a lower rate of
various adverse effects than conventional antidepres-
sants, including gastrointestinal, neurological, and
sexual adverse effects [53]. That being said, St. John’s
wort does seem to cause adverse effects, including
gastrointestinal upset, fatigue, sedation, dizziness,
headache, and dry mouth. Additionally, it can cause
photodermatitis, a risk that appears to increase with
the dose of hypericin, with most events reported in
people takin hypericin 5-10 mg daily [54].

St. John’s wort is notorious for its ability to interact
with many prescription drugs. This herb can induce
cytochrome P450 (CYP) 3A4, which is responsible
for metabolizing many drugs. This can reduce the
levels and efficacy of a wide range of medications,
including birth control, immunosuppressants, and
certain anticoagulants [54]. Also, because St. John’s
wort has serotonergic activity, it can cause serious
interactions with other serotonergic drugs, and even
increase the risk for serotonin syndrome [54; 55].

Due to its popularity and the amount of research
conducted to date, St. John’s wort is discussed in
some clinical guidelines, including those from the
American College of Physicians (ACP). Although the
ACP acknowledges the available evidence, it stops
short of recommending this extract for the treatment
of depression due to the fact that it may be difficult
for patients to obtain a product of adequate quality
and with the appropriate amount of hypericin and
hyperforin. Conversely, an international guideline
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from the World Federation of Societies of Bio-
logical Psychiatry (WFSBP) and Canadian Network
for Mood and Anxiety Treatments (CANMAT)
Taskforce recommends St. John’s wort at doses of
600-1,800 mg daily as monotherapy for mild-to-
moderate forms of MDD [54].

Pregnancy and Breastfeeding

St. John’s wort extracts may be unsafe for use during
pregnancy and should be avoided. An observational
study identified an association between the use of St.
John’s wort and birth defects, including neural tube,
urinary, and cardiovascular malformations [57].

The safety of taking St. John’s wort extracts while
breastfeeding is unclear. Inconclusive reports suggest
that infants exposed to St. John’s wort via human
milk may have a higher chance of colic, drowsiness,
and lethargy. Until more is known, recommend that
patients avoid St. John’s wort while breastfeeding

[58; 59].

Saffron

Saffron, derived from the flower of Crocus sativa,
is perhaps best known for its use as a vibrant red-
orange spice. However, it has recently been gaining
popularity for use in the treatment of both depres-
sion and anxiety.

The most extensive evidence to date is for the use
of saffron extract for the treatment of depression,
either alone or in combination with conventional
antidepressants. Clinical research shows that tak-
ing saffron extract 30 mg daily, or taking dried saf-
fron stigma 100 mg daily, for up to three months
improves symptoms of depression when compared
with a control group. When compared with a vari-
ety of antidepressants, including SSRIs, it seems to
have a comparable effect [60; 61]. When used in
combination with an SSRI, some research suggests
that saffron may provide a further modest reduction
in depressive symptoms [62].

The evidence for anxiety, on the other hand, is less
robust. Only a couple of small clinical studies have
evaluated saffron for this purpose. Although both

suggest that saffron may modestly improve symptoms
of mild-to-moderate anxiety, more research is needed

to confirm this finding [63; 64].

Overall, saffron seems to be well tolerated, with the
most common adverse effects including gastrointes-
tinal complaints, nausea, vomiting, and sedation.
Unlike St. John’s wort, saffron has not been associ-
ated with major drug interactions to date [60].

The same international guideline that recommends
St. John’s wort for the treatment of depression (from
WESBP and CANMAT) also provisionally recom-
mends saffron 30 mg daily for either monotherapy
or as an adjunct treatment in mild to moderate
depression [54].

Anyone who has purchased saffron as a spice knows
that it can be quite expensive. In fact, saffron is one
of the most expensive spices on the planet. This is
because one pound of saffron requires approximately

225,000 hand-picked stigmas or 75,000 flower blos-
soms [65; 66].

Unfortunately, this means that saffron products are
at high risk for adulteration, with some manufac-
turers using other ingredients (such as red-colored
corn, pomegranate fruit peel, red-dyed silk fibers,
and more) to replace saffron due to its high price
and limited availability [67]. Caution patients to
only purchase products with verified ingredients.

Pregnancy and Breastfeeding

When taken in medicinal doses, saffron may be
unsafe for use during pregnancy. Although there
has been little to no research conducted on this
topic, there is a hypothetical concern that saffron
can stimulate the uterus and increase the risk of
miscarriage [68].

One small clinical study suggests that taking saf-
fron 30 mg daily may be as effective as fluoxetine in
patients with postpartum depression. However, the
study lasted only six weeks, and fluoxetine may take
up to six weeks to reach its full effect [69]. Addition-
ally, this study did not evaluate whether saffron was
safe while breastfeeding.
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There is no reliable evidence available regarding the
safety of saffron while breastfeeding. It is not known
whether saffron transfers into human milk; there is
also no research available on the safety of saffron in
newborns. Until more is known, caution patients
to avoid saffron supplements while breastfeeding.

Lavender

Lavender (Lavandula angustifolia), a popular ever-
green herb with a purple flower, is known for its
pleasant scent, which is used in a variety of bath
products and perfumes. Over the years, lavender has
also gained popularity for use in the management of
depression and anxiety, both when taken by mouth
and when inhaled as aromatherapy.

When it comes to anxiety, the strongest available
evidence has evaluated only one specific lavender
oil extract (Silexan) that is taken by mouth. This
extract has been studied at doses of 80-160 mg orally
daily for up to 2.5 months, and research shows that
it improves anxiety when compared with placebo
[70; 71]. Lavender oil aromatherapy has also been
evaluated for the management of both chronic and
situational anxiety, for which it seems to moderately
reduce symptoms when compared with a control

group [70; 72; 73].

Clinical research on the use of oral lavender for
depression has also shown benefits when compared
with placebo. These studies have evaluated lavender
in the form of a tea, a tincture, a powder, or the
specific oil product that has also been studied for
anxiety (Silexan) [74; 75]. Although the quality of
the available research varies, oral lavender seems to
modestly improve depression scores. Lavender oil
aromatherapy also seems to offer some benefit for
reducing symptoms of depression [75].

[t is important to note that most of the available
research on the use of lavender oil aromatherapy
has evaluated a single dose only. Additionally, the
control groups in these studies either receive no
intervention at all or are asked to inhale water or
lemon juice. Thus, it is difficult to ensure adequate
blinding when studying the effects of aromatherapy,
as patients will likely be aware of which group they
have been assigned to based on the scent inhaled.

Oral lavender seems to be generally well-tolerated,
although it has been reported to cause some gastroin-
testinal disturbance, such as constipation, diarrhea,
and dyspepsia, as well as headache and breath odor.
Inhaled lavender has not been associated with any
serious adverse effects, although some patients who
have applied lavender oil to the skin have experi-
enced allergic reactions [76].

The international guideline from WFSBP and CAN-
MAT provides a weak recommendation for the use
of either oral lavender oil at a dose of 80-160 mg
daily, or the use of dried lavender flower at a dose
of 500-1,500 mg twice daily, as either monotherapy
or as an adjunct for the treatment of MDD [54].

Pregnancy and Breastfeeding

There has been little to no research on the safety of
lavender when taken by mouth during pregnancy
or while breastfeeding. Until more is known, rec-
ommend against the use of oral lavender in people
who are pregnant or planning to become pregnant,
as well as people who are breastfeeding.

The safety of inhaled lavender (aromatherapy) is
also unclear. Some small studies have evaluated a
single inhalation of lavender aromatherapy during
labor. However, these studies have not adequately
evaluated assessed the newborn for any adverse

effects [77].

Turmeric

Turmeric (Curcuma longa) is a well-known, yellow-
colored spice that has gained increasing popularity
over the past decade for a range of medical uses.
Most of its medical benefits seem to be related to
a specific chemical, curcumin, which is present in
varying concentrations in turmeric.

Clinical research shows that curcumin can improve
symptoms of depression when taken for at least
six weeks and seems most likely to provide ben-
efit for middle-aged patients as compared to older
patients. However, the actual extent of the benefit
of curcumin remains unclear. Some studies suggest
that taking at least 1 gram daily is beneficial; other
research suggests that curcumin 1 gram daily is only
beneficial when taken along with conventional anti-

depressants [78; 79; 80].
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Overall, turmeric is well-tolerated when taken at the
doses studied for depression. The most commonly
reported adverse effects are constipation, dyspepsia,
diarrhea, and reflux.

Although rare, turmeric has also been associated
with reports of serious liver damage. It is not entirely
clear whether turmeric was the cause of liver dam-
age in these patients; however, in most cases, the
liver damage resolved after discontinuation of the
supplement. Turmeric should be used with caution
in people with existing liver dysfunction [81].

There are some potential drug interactions with tur-
meric, which should be given strong consideration
in certain populations. For example, turmeric may
increase the risk of bleeding in patients that are
taking anticoagulants and may alter the effects of
a variety of drugs used for the treatment of cancer

[82; 83; 84].
The WFSBP and CANMAT international guideline

provisionally recommends the use of curcumin
extract 500-1,000 mg daily for mild-to-moderate
depression, either as monotherapy or as an adjunct
to other treatments [54].

Pregnancy and Breastfeeding

When taken in medicinal doses, turmeric may be
unsafe for use during pregnancy. Although there has
been little to no research conducted on the safety
of turmeric supplements during pregnancy, there
is a hypothetical concern that it can stimulate the
uterus and increase menstrual flow [68].

There is no reliable evidence available regarding
the safety of turmeric while breastfeeding. It is not
known whether turmeric transfers into human milk;
there is also no research available on the safety of
turmeric in newborns. Until more is known, cau-
tion patients to avoid turmeric supplements while
breastfeeding.

Lemon Balm

This lemon-scented herb (Melissa officinalis) has
been used for relaxation across a variety of cultures
over the last few centuries. More recently, clinical
research has indicated that it may have some benefit
for the treatment of depression, anxiety, and stress.

Clinical research shows that taking lemon balm
orally can modestly improve depression. Most of
these studies have used 1,200-3,000 mg daily for
up to two months. Clinical research in adults with
anxiety shows that these doses of lemon balm can
also moderately improve anxiety scores when com-
pared with a control group [85]. And in otherwise
healthy adults experiencing stress, a single dose of
lemon balm extract 300-600 mg seems to increase
calm when compared with placebo [86].

Lemon balm is generally well-tolerated, although
it has only been studied for up to two months at
a time. This may be considered as a short-term,
complementary therapy, particularly for patients
experiencing intermittent stress or anxiety.

Pregnancy and Breastfeeding

There has been little to no research on the safety of
lemon balm when taken by mouth during pregnancy
or while breastfeeding. Until more is known, recom-
mend against the use of oral lemon balm in people
who are pregnant or planning to become pregnant,
as well as people who are breastfeeding.

Kava

Piper methysticum is a plant that has become relatively
popular as both a beverage and extract in the United
States. When consumed as a beverage, it is often
obtained at a “kava bar,” where it is marketed as
a relaxing recreational drink. When consumed as
an extract, it is sold as a dietary supplement and is
typically standardized to a group of chemicals called
kavalactones. Most extracts evaluated in clinical
research contain anywhere between 30% to 70%
kavalactones [87].

The available clinical research suggests that kava
extracts 150-400 mg daily, standardized to 70%
kavalactones, can modestly improve symptoms
of general anxiety when compared with placebo.
Any effect of kava on anxiety appears to be dose-
dependent; extracts that provide at least 200 mg
kavalactones daily tend to be more beneficial
than those that provide lower doses. Additionally,
research indicates that it takes at least five weeks

before benefit is obtained [88; 89].
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However, kava does not appear to be beneficial in
people with GAD. Some small clinical trials and one
larger clinical study show that kava extracts, taken
daily for four to eight weeks, are no more effective

than placebo [54; 90].

Although kava appears to be generally safe when
taken by mouth, it has been associated with mul-
tiple reports of hepatotoxicity. It is not entirely
clear whether these cases of liver damage have been
directly related to kava extracts; however, analyses
of the reports suggest that the risk may be higher
with higher doses and a prolonged duration of use.
Some reports have also suggested that the extraction
method for kava, or contamination of the kava plant,
may increase the risk of liver damage [87; 91]. In
general, patients with liver dysfunction, or patients
who are using other medications that can cause liver
damage, such as alcohol, should avoid kava.

Kava has been shown to cause central nervous sys-
tem (CNS) depression and sedation and should be
used with caution in patients who are taking other
CNS depressants, such as opioids, alcohol, or benzo-
diazepines [54]. Additionally, there is some concern
that kava can cause impairment when driving or
operating heavy machinery. However, there is no
strong evidence to indicate the level of impairment
that kava may cause, and small studies evaluating
its effect on reaction time and visual attention have
yielded conflicting findings [92; 93]. Until more is
known, patients should determine how kava affects
them before driving or operating heavy machinery.

The international guideline from WFSBP and CAN-
MAT recommends against the use of kava for the
treatment of GAD. For practitioners that are still
interested in discussing the use of kava with patients
that are not at increased risk for liver damage, the
group notes that only supplements standardized to
a sufficient level of kavalactones should be used [54].

Pregnancy and Breastfeeding

There has been little to no research conducted on
the use of kava during pregnancy or while breastfeed-
ing. However, there is a hypothetical concern that
kava may cause loss of uterine tone, which could
threaten a pregnancy. There is also a hypothetical
concern that certain chemicals in kava can pass into
human milk [68]. Until more is known, recommend
against the use of kava in those who are pregnant
or trying to become pregnant, as well as those who
are breastfeeding.

Ashwagandha

This shrub (Withania somniferia) is native to parts of
India, the Middle East, and Africa and has a long his-
tory of use in traditional medicine. It has also gained
widespread popularity as an adaptogen, which is a
class of substances that are believed to increase the
body’s ability to adapt to and avoid damage from
various factors, including physical, environmental,
and emotional stress [94]. As a result, ashwagandha
has become popular for the management of stress
and anxiety.

Some small clinical studies suggest that taking ash-
wagandha daily for six to eight weeks can reduce the
symptoms of anxiety in adults with GAD when com-
pared with placebo. The extracts used in these stud-
ies provided 300-600 mg ashwagandha, standard-
ized to contain 5% of a specific class of chemicals
called withanolides. As a result, the international
guideline from WFSBP and CANMAT provision-
ally recommends the use of these extracts as either
monotherapy or adjunctive therapy in patients with
GAD [54]. In patients with anxiety but without
GAD, on the other hand, small clinical studies of
ashwagandha have shown conflicting results [95; 96].

There is a growing body of research evaluating ash-
wagandha for the management of chronic stress,
with a number of small clinical studies suggesting
that taking ashwagandha daily for 8 to 12 weeks can
improve stress when compared with placebo [97].
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Ashwagandha appears to be generally well toler-
ated when taken by mouth. High doses have been
reported to cause mild gastrointestinal upset, diar-
rhea, nausea, and vomiting. It has also been reported
to cause drowsiness and should initially be used
with caution with other medications that can cause
CNS depression. Some research suggests that ash-
wagandha may increase thyroid hormone levels; use
with caution in people with thyroid disorders [98].

Pregnancy and Breastfeeding

Ashwagandha extracts may be unsafe for use dur-
ing pregnancy. Although there has been little to no
research conducted on the safety of taking ashwa-
gandha during pregnancy, there is a hypothetical
concern that it has miscarriage-causing (abortifa-
cient) activity [68].

There is no reliable evidence available regarding
the safety of ashwagandha while breastfeeding. It
is not known whether ashwagandha transfers into
human milk; there is also no research available on
the safety of ashwagandha in newborns. Until more
is known, caution patients to avoid ashwagandha
while breastfeeding.

Cannabidiol (CBD)

CBD is one of more than 100 cannabinoids found
in the Cannabis sativa plant. Due to the passage of
the 2018 Farm Bill, which legalized the use of CBD
from certain types of Cannabis plants (known as
hemp), this substance has exploded in popularity
for a wide variety of indications, including anxiety.

Despite its widespread availability, research on
the use of CBD for any non-prescription purpose
remains limited. Although some very small studies
have evaluated CBD for general anxiety, these stud-
ies have not used a placebo control group, limiting

the validity of any findings [99; 100].

One small study evaluating CBD 300 mg daily for
one month for social anxiety disorder found mod-
est benefit when compared with placebo [101].
However, small studies evaluating single doses or
limited doses of CBD for social anxiety or public
speaking-associated anxiety have found no benefit
when compared with placebo [102; 103].

CBD seems to be generally safe when taken by
mouth at doses of 200-1,200 mg daily for up to 13
weeks. Prescription CBD, which is taken in much
higher doses of 20 mg/kg daily, has been reported
to cause somnolence and diarrhea. These high
doses have also been associated with increased liver
enzymes, for which the risk is especially high when
used in conjunction with valproic acid [104].

Product quality is a particular concern with CBD
supplements, which have been found to contain far
different quantities of CBD than those listed on the
label. CBD supplements have also been found to
contain other ingredients which are not listed on
the label, including the psychoactive cannabinoid
tetrahydrocannabinol (THC). In an analysis of 84
commercially available CBD products in the United
States, only 31% of products were accurately labeled
and 21% of products contained unlabeled THC
[105]. Another assessment of 14 products commer-
cially available in Europe and 25 products available
in the United States found that up to 90% of the
products were inaccurately labeled and that up to
86% of products contained detectable quantities

of THC [106].

Pregnancy and Breastfeeding
The U.S. Food and Drug Administration (FDA)

strongly recommends against the use of CBD during
pregnancy [107]. Research on the use of CBD dur-
ing pregnancy is currently limited to animal studies.
However, these studies have detected an increased
risk of developmental toxicity [104]. Additionally,
due to the widespread issues with product quality,
there is a risk that taking a CBD supplement may
expose the fetus to THC. THC can cause serious
adverse effects to the fetus, including low birth
weight, birth defects, placental abruption, and
an increased risk for requiring intensive care after
birth. It can also cause long-term developmental

issues [108].

For similar reasons, CBD products should be
avoided while breastfeeding. THC passes into
human milk and can cause serious adverse effects

for the newborn [109].
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VITAMIN AND
MINERAL SUPPLEMENTS

In a separate segment of the dietary supplement
market, there has been quite a bit of interest in
recent years related to the use of various vitamins
and minerals for the treatment or prevention of
depression and anxiety. In some cases, this supple-
mentation is intended to treat a known deficiency.
In other cases, these supplements are used regardless
of whether the patient is deficient.

VITAMINS

B Vitamins

Various members of this water-soluble vitamin fam-
ily have garnered attention for use in the treatment
of certain mental health issues, including thiamine
(B1), pyridoxine (B6), folic acid (B9), and cyanoco-
balamin (B12). Observational research suggests that
higher dietary consumption of these vitamins is
associated with a lower risk of developing depression
when compared with lower consumption. However,
in most cases, it is unclear whether taking supple-
ments containing any of these B vitamins offers

benefit [110].

Of these vitamins, folic acid has the most convincing
evidence of benefit for the treatment or prevention
of depression. Although folic acid alone does not
seem to be beneficial in the management of depres-
sion, clinical studies have found that taking folic acid
0.2-15 mg daily in conjunction with a conventional
antidepressant can improve treatment response in
adults with MDD when compared with taking the
antidepressant alone [111].

Additionally, some observational research has found
that taking a folic acid supplement is associated with
a reduced risk for suicidal events when compared
with patients that were not taking a folic acid supple-
ment. However, only 12% of the patients within
that study were diagnosed with depression, and the
cohort included people who were taking folic acid
either alone or as part of a multivitamin, in doses of
0.4-5 mg daily. It is unclear if patients with a folic
acid deficiency may be more likely to benefit [112].

Folic acid is available in multiple forms, all of which
provide different quantities of folate. As a result, rec-
ommended daily intakes for folate are expressed in
dietary folate equivalents (DFEs). Folic acid, which
is found in supplements, is about 85% bioavailable;
folate in foods, on the other hand, is about 50%
bioavailable. Thus, 1 mcg DFE is equivalent to 1
mcg dietary folate or 0.6 mcg folic acid [113].

Although most supplements contain synthetic folic
acid, a growing number of supplements contain
an alternative form of folate, L-methylfolate. Some
manufacturers claim that L-methylfolate has a higher
bioavailability than folic acid, although blood levels
appear comparable between people who take both
supplements. Some manufacturers also claim that
L-methylfolate is beneficial for people who lack the
enzymes necessary to convert folic acid to its active
form; however, there is currently no reliable evidence
to support this claim [114].

Vitamin D

Vitamin D is a fat-soluble vitamin has been exten-
sively evaluated for the prevention of depression,
with disappointing results. A variety of studies have
found that taking vitamin D 2,000 IU daily for two
to five years does not reduce the risk of depression or
depressive symptoms when compared with placebo

[115; 116].

Vitamin D has also been evaluated for the treat-
ment of depression, with conflicting findings. Some
clinical studies have found that vitamin D does not
improve depressive symptoms, whereas others have
found that it may modestly improve symptoms. It is
unclear whether the presence or absence of a vita-
min D deficiency is responsible for these conflicting

findings [117; 118; 119; 120].

Due to the limited evidence of benefit and lack of
clarity as to the impact of vitamin D deficiency, the
international guideline from WFSBP and CAN-
MAT provides only a weak recommendation for
the use of vitamin D, in doses of 1,500-4,000 IU
daily, as an adjunct or monotherapy for adults with
MDD. This recommendation also focuses on people
who are likely to have a vitamin D deficiency due to
inadequate sun exposure and notes that the benefits
may be greater in winter months [54].
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Miscellaneous Vitamins

Some limited observational research has evaluated
the potential role of various other vitamins in the
prevention of depression and depressive symptoms.
For example, observational research suggests that
higher dietary intake of vitamin E and vitamin
A (individually) is associated with a reduced risk
of depression when compared with lower intake.
However, higher intake of vitamin E is not associated
with a reduced risk of anxiety [121; 122]. Similarly,
a higher dietary intake of vitamin K is associated
with reduced odds of depressive symptoms when
compared with lower intakes [123].

A secondary analysis of a large clinical study has also
evaluated the role of vitamin C in the prevention of
depression. This study, which enrolled pre- and peri-
menopausal adults, identified an inverse association
between vitamin C intake and depressive symptoms,
which persisted regardless of age, physical activity,
antidepressant use, and various other factors [124].

[t is important to note that these studies are obser-
vational in nature and assess only the dietary intake
of each of these vitamins. These findings do not
indicate whether a supplement would be beneficial
in any of these patients, nor do they assess the rel-
evance of a vitamin deficiency. In general, patients
should be counseled to consume a well-rounded,
nutritious diet that provides adequate quantities of
all macro- and micronutrients.

MINERALS

Magnesium

Magnesium plays an important role in a large
number of cellular functions in the body and is a
natural component of the diet. In recent years, it has
gained popularity for the prevention and treatment
of anxiety and depression.

Surprisingly, however, there is currently no reliable
evidence exploring the benefits of magnesium sup-
plements for general anxiety. As for depression, the
available research is limited to lower quality studies
which have yielded mostly negative findings, suggest-
ing little to no benefit with magnesium supplements

in depression [125; 126].

Zinc

This mineral has also been evaluated for use in
depression, with more promising (although pre-
liminary) findings. Observational research suggests
that higher dietary intake of zinc is associated with
a lower rate of depression than lower intake [127].
Additionally, some small, lower-quality studies show
that taking an oral zinc supplement at doses of 7-25
mg daily for up to 12 weeks in conjunction with a
conventional antidepressant may increase the ben-
efits of the antidepressant [128].

ENDOGENOUS
CHEMICAL SUPPLEMENTS

Supplements that contain chemicals which are natu-
rally found in the human body are also commonly
discussed as potential options for the management
of anxiety and depression.

There has been little to no research on the safety of
taking any of these endogenous chemicals in supple-
ment form during pregnancy or while breastfeeding.
Although these substances do occur naturally in the
human body, the large doses found in supplements
may have unanticipated effects on an unborn baby
or breastfeeding newborn. Until more is known,
recommend against their use in people who are
pregnant or planning to become pregnant, as well
as people who are breastfeeding.

5-HYDROXYTRYPTOPHAN (5-HTP)

5-hydroxytryptophan (5-HTP) is produced in the
body from the essential amino acid L-tryptophan
and is then converted to serotonin. Dietary supple-
ments contain a form of 5-HTP that is derived from
a shrub called Griffonia simplicifolia. Clinical research
indicates that taking this supplement at a dose of
150-800 mg daily for up to eight weeks can improve
some symptoms of depression. Some small studies
suggest that it may have similar efficacy as some
conventional antidepressants [129].
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This supplement is generally well tolerated when
taken by mouth, although it can cause gastrointes-
tinal upset, abdominal pain, dizziness, drowsiness,
headache, and insomnia. These adverse effects
appear to be dose-dependent. Due to its serotoner-
gic activity, 5-HTP should be used with caution in
combination with other serotonergic drugs, since
it may increase the risk for serotonergic side effects
and serotonin syndrome [130].

SAMe

S-adenosyl-L-methionine (SAMe) is naturally formed
in the body, where it serves a wide variety of func-
tions. Clinical research shows that taking SAMe
800-1,600 mg daily in divided doses for one to three
months can improve symptoms of depression when
compared with placebo and may be equally effective
to tricyclic antidepressants [131]. Additionally, one
clinical trial shows that adding SAMe 400-800 mg
twice daily to a conventional antidepressant can
modestly improve remission rates when compared
with taking the antidepressant alone [132].

SAMe is generally well-tolerated when taken by
mouth, although it has been reported to cause
gastrointestinal upset, constipation, diarrhea, dizzi-
ness, dry mouth, headache, insomnia, sweating, and
nervousness. It is not clear if these adverse effects are
dose-dependent or how often they occur when com-
pared with placebo. As with 5-HTP, SAMe should
be used with caution in patients taking serotonergic
medications.

ACETYL-L-CARNITINE

Acetyl-L-carnitine is an ester of L-carnitine, both
of which occur naturally in the body, particularly
in the brain, liver, and kidneys. Clinical research
shows that taking acetyl-L-carnitine supplements
1-4 grams daily for up to six months may moderately
reduce depressive symptoms when compared with

placebo. Most of these studies have included elderly
adults [133].

#98160 Alternative Therapies for Depression and Anxiety

This supplement is generally well-tolerated and has
been reported to cause agitation, dry mouth, head-
ache, insomnia, and reduced appetite. Some people
have reported a fishy odor in the urine, breath, and
sweat after taking L-carnitine, to which acetyl-L-
carnitine is related [134].

GABA

Gamma-aminobutyric acid (GABA) is a well-known
neurotransmitter that plays a role in a variety of
bodily functions. The GABA receptors in the
human body are the target of prescription benzodi-
azepines. The known sedative and anxiolytic effects
of GABA agonists has led to interest in the use of
GABA supplements for the management of anxi-
ety and/or depression. However, clinical research
on this use is lacking. Additionally, it is unclear
whether GABA crosses the blood-brain barrier after
oral intake, which would be necessary to induce any
relevant effects [135].

SUMMARY

The prevalence of mental illness continues to
increase across the world and in North America,
with depression and anxiety representing the most
common forms of mental illness. Although the
symptoms of depression and anxiety experienced
by many people may not be regarded as severe, even
mild to moderate symptoms can be debilitating and
difficult to manage.

Many patients may be interested in pursuing alter-
native therapies for the management of their mild
or moderate symptoms. These alternative therapies
can span a wide range of options, from exercise to
acupuncture, and from herbs to vitamins. They may
be used in conjunction with established, evidence-
based treatments or on their own.

For non-pharmacologic modalities (those that do
not involve taking an oral dietary supplement), the
major concerns relate to ensuring safe use, which is
often guided by a trained or licensed practitioner.
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Some of these options, such as exercise, yoga, and
mindfulness, have relatively strong evidence of
efficacy and should be considered as a primary or
adjunctive treatment option for most patients.

When discussing dietary supplements, on the other
hand, the major concerns relate to ensuring both
efficacy and safety. Although some supplements are
widely discussed for these indications, the evidence
does not necessarily support their use. Additionally,
many of these products may carry side effects and
the risk for serious drug interactions, and should
always be evaluated on an individual basis, with
consideration for each person’s unique health situ-
ation. If a dietary supplement is recommended for a
patient (or chosen by a patient), special care should
be taken to ensure that a high-quality supplement
is selected. This will increase the risk of efficacy by
ensuring that the active chemicals are present in the
right quantities and that the product is not adulter-
ated. It will also reduce the risk of safety concerns
that can be caused by unexpectedly high doses or
the presence of contaminants.

Understanding the reasons that these products are
used, as well as their actual risks and benefits, will
allow healthcare professionals to help patients sift
through the hype, avoid dangerous products, and
select treatment options that are most likely to offer

benefit.

Implicit Bias in Health Care

The role of implicit biases on healthcare outcomes
has become a concern, as there is some evidence that
implicit biases contribute to health disparities, profes-
sionals’ attitudes toward and interactions with patients,
quality of care, diagnoses, and treatment decisions. This
may produce differences in help-seeking, diagnoses, and
ultimately treatments and interventions. Implicit biases
may also unwittingly produce professional behaviors,
attitudes, and interactions that reduce patients’ trust and
comfort with their provider, leading to earlier termina-
tion of visits and/or reduced adherence and follow-up.
Disadvantaged groups are marginalized in the healthcare
system and vulnerable on multiple levels; health profes-
sionals’ implicit biases can further exacerbate these
existing disadvantages.

Interventions or strategies designed to reduce implicit
bias may be categorized as change-based or control-
based. Change-based interventions focus on reducing
or changing cognitive associations underlying implicit
biases. These interventions might include challenging
stereotypes. Conversely, control-based interventions
involve reducing the effects of the implicit bias on the
individual’s behaviors. These strategies include increas-
ing awareness of biased thoughts and responses. The
two types of interventions are not mutually exclusive
and may be used synergistically.
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