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Background: Saffron (Crocus sativus) dried flower stigma is the
world’s most expensive spice and has been used in traditional
medicine for alleviating depression, stress, anxiety, and
insomnia. Saffron stigma contains more than 160 bioactive
compounds including lepticrosalides (safranal, crocin, crocetin,
picrocrocin) and numerous flavonoids and terpenes that have
been associated with relaxation, positive mood, and mental &
physical balance. At least seven controlled clinical trials have
shown the antidepressant activity of saffron.

Objective: Building on the well-described “mood” benefits of
saffron, our objective was to assess the benefits of saffron stigma
combined with complementary brain-supporting spices (Holy
Basil, Rosemary, Clove, and Oregano) on measures of mental
focus and mental performance in healthy children who had not
been diagnosed with either depression or ADHD.

Methods: Ten healthy children (ages 6-12 years of age)
participated in this study. We used the validated NICHQ
Vanderbilt Assessment Scales (National Institute for Children’s
Health Quality) that are routinely used by healthcare
professionals to help diagnose ADHD in children 6-12 years and
are part of the American Academy of Pediatrics (AAP) Resource
Toolkit for Clinicians Caring for Children with ADHD (3rd edition,
2019). Parents administered the NICHQ survey before and after
30-days of supplementation with a multi-nutrient blend intended
to improve mental focus, mood, and stress resilience (Kid’s
Mood+; Amare Global). The NICHQ assessment scales have 2
components: Symptom Assessment (in 5 areas: inattention,
hyperactivity, defiance, conduct, and anxiety/depression) and
Performance Assessment (including school performance on
reading, writing, and math; as well as social relationship
performance with parents, siblings, and peers including on
organized teams).

Results: Following 30-days of supplementation, we found
dramatic improvements on assessments of both Symptoms (e.g.
focus, attention, mood, listening, tension, and irritation) and
Performance (e.g. overall school work, math, reading, writing,
and social relationships). All participants (10/10) demonstrated
benefits in response to supplementation, with average Symptom
scores 29% lower (23.4 pre versus 16.6 post) and Performance
scores improved 18% (2.24 pre versus 1.83 post).

Conclusions: Previous human trials in children and teenagers
have shown equivalence of saffron to fluoxetine (Prozac) for
depression and methylphenidate (Ritalin) for ADHD. This is the
first study in a population of normal healthy (“non-diagnosed”)
children showing improvements in not just mental focus
attributes, but also mental performance (academically and
socially) subsequent to targeted supplementation. This study
provides compelling evidence for safe and effective natural
approaches as potential first-line therapy for improving
focus, mood, and mental performance in children.

Abstract Background Results

The specific saffron extract (affron) used in Kid’s Mood+) has previously been shown in
numerous clinical trials to be equivalent to methylphenidate (Ritalin) and fluoxetine
(Prozac) for improving mental focus and mood in children and teens, respectively.

Using a validated assessment scale (NICHQ – National Initiative for Children’s
Healthcare Quality) developed by Vanderbilt University and endorsed by the American
Academy of Pediatrics, results showed meaningful improvements in both Symptoms
(Attributes) and Performance following 30-days of supplementation with Kid’s Mood+
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Abstract

Objective: Attention-deficit/hyperactivity disorder (ADHD) is one of the most common neuropsychiatric disorders of
childhood and adolescence. About 30% of patients do not respond to stimulants or cannot tolerate their side effects. Thus,
alternative medication, like herbal medicine, should be considered. The aim of this trial is to compare the safety and efficacy of
Crocus sativus (saffron) versus methylphenidate in improving symptoms of children with ADHD.
Methods: In a 6-week randomized double-blind study, 54 patients (children 6–17 years old) with a Diagnostic and Statistical
Manual of Mental Disorders, Fifth Edition (DSM-5) diagnosis of ADHD were randomly assigned to receive either 20–
30 mg/d (20 mg/d for <30 kg and 30 mg/d for >30 kg) methylphenidate (MPH) or 20–30 mg/d saffron capsules depending on
weight (20 mg/d for <30 kg and 30 mg/d for >30 kg). Symptoms were assessed using the Teacher and Parent Attention-
Deficit/Hyperactivity Disorder Rating Scale-IV (ADHD-RS-IV) at baseline and weeks 3 and 6.
Results: Fifty patients completed the trial. General linear model repeated measures showed no significant difference between
the two groups on Parent and Teacher Rating Scale scores (F = 0.749, df = 1.317, p = 0.425, and F = 0.249, df = 1.410,
p = 0.701, respectively). Changes in Teacher and Parent ADHD Rating Scale scores from baseline to the study end were not
significantly different between the saffron group and the MPH group ( p = 0.731 and p = 0.883, respectively). The frequency of
adverse effects was similar between saffron and MPH groups.
Conclusion: Short-term therapy with saffron capsule showed the same efficacy compared with methylphenidate. Never-
theless, larger controlled studies with longer treatment periods are necessary for future studies.
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Introduction

Attention-deficit/hyperactivity disorder (ADHD) is one
of the most common mental disorders with prevalence of 3%–

7% among school-age children and its symptoms persist in 60% of
adults. It is estimated that the prevalence of ADHD in adults is
*4% (Castells et al. 2011).

‘‘ADHD has negative effects on children and their parent’s lives
and also inflicts financial cost to the community.’’ ADHD can cause
social problems for children such as weak intrapersonal and in-
terpersonal relationships, low self-esteem and low quality of life.
School success and academic achievement is also affected by this
problem. Unfortunately, Children with ADHD are highly at risk for
motor vehicle accidents and substance use disorders (Harpin 2005;
Barkley 2008).

There are several approaches to manage ADHD, but pharma-
cotherapy is the standard approach with central nervous system
stimulants as first-line medications. The most common prescribed
drug for treatment of ADHD is methylphenidate (MPH) and it is
believed that it can improve cognitive function through a dopa-
minergic effect (Storebø et al. 2015). Although, methylphenidate
has increased quality of life in children and has been considered as
an effective drug, some nonserious adverse effects, such as prob-
lems with sleeping, nausea, and loss of appetite, have been re-
ported. In addition, *30% of children with ADHD do not respond
to methylphenidate, and its side effects has forced patients to give
up their therapy period (Spencer et al. 1996). Thus, in recent years,
several nonstimulant strategies have been developed for treatment
of ADHD. Among these medications, antidepressants are used and
have been reported to be effective in improving ADHD symptoms
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Highlights
Depression and anxiety impose high economic and social costs.

Clinical findings have shown that saffron and its active constituents possess
antidepressant properties.

Antidepressant efficacy of saffron and crocin is comparable to those of standard
drugs.

This review provides updates on the antidepressant and antianxiety properties of
saffron and its mechanisms of action.

Abstract

Background

Depression and anxiety are two common mental health problems with high economic and social costs.
Currently, a number of treatments are available for patients with depression and anxiety disorders such as
psychotherapy, electroconvulsive therapy and antidepressant drugs. Due to safety concerns, adverse effects,
limited efficacy and low tolerability associated with many antidepressant and anti-anxiety medications,

Create account Sign in

a, b b, c b, c d, e

Journals & Books

Get Access Share Export

Jpn Pharmacol Ther（薬理と治療）vol. 46 no. 8 2018

1407

INTRODUCTION

According to an epidemiological survey in 2012, 
approximately twenty percent of Japanese people suf-
fered with chronic symptomatic sleep disturbances, 
and it suggested that the appropriate interventions for 
better sleep might be needed for better health and 

quality of life.1） Moreover, it is well known that sleep 
disorder negatively affects work efficiency and 
increases risk in driving among other things. Some 
natural products have been used to enhance sleep for 
many centuries, although most have not been chemi-
cally or pharmacologically characterized. In fact San-
soninto and Saikokaryukotsuboreito and/or Kei-
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ABSTRACT
Background A clinical trial was conducted using 21 healthy adults randomly assigned to a 
saffron extract group or placebo group in order to confirm the increase of sleep quality by 
taking saffron extract.
Objective To determine the effect of saffron extract on the sleep quality of 21 healthy adults.
Trial design A clinical parallel, double‒blind, randomized control trial（RCT）was conducted.
Subgroups were defined by good sleeper or poor sleeper using a PSQI test for analysis.
Method The participants, who gave self‒report information, were under a randomized con-
trolled trial（RCT）study designed for all participants receiving the saffron extract（crocin:
0.6 mg/day）or placebo.
Result There was a significant reduction in score for the Pittsburgh sleep quality index
（PSQI）only in the group treated with the saffron extract. In addition, a significant saffron
extract effect on daytime dysfunction over 4 weeks was apparent between the extract group 
and the placebo group in the subjects with poor sleeper at baseline.
Conclusion Overall, the effect of saffron extract on sleep quality in healthy adults was 
observed.（UMIN000026112）
（Jpn Pharmacol Ther 2018；46：1407‒15）

KEY WORDS Crocus sativus, Saffron, Sleep quality, Pittsburgh sleep quality index, Clini-
cal trial
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