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BACKGROUND: 

Asthma is a heterogeneous disease which is usually associated with chronic airway 

inflammation. Saffron has anti-inflammatory effects and may has beneficial effects on asthma. 

HYPOTHESIS: 

The present study was intended to survey the effects of saffron supplementation on blood pressure, 

lipid profiles, basophils, eosinophils and clinical symptoms in patients with allergic asthma. 

STUDY DESIGN: 

Our study was a clinical trial. 

METHODS: 

Subjects (N = 80, 32 women and 48 men, 41.25 ± 9.87 years old) with mild and moderate allergic asthma 

were randomized into two groups: the intervention group who received two capsules 

of saffron (100 mg/d), and the control group who received two capsules of placebo for 8 weeks. SPSS 

software (version 16.0) was used for the data analysis. 

RESULTS: 

Saffron improved the frequency of clinical symptoms of the patients (i.e., frequency of the shortness of 

breath during the day and night time, use of salbutamol spray, waking up due to asthma symptoms and 

activity limitation) in comparison to the placebo (p < 0.001). Besides, asthma severity decreased almost 

significantly in the saffron group (p = 0.07). It was also found that saffron, in comparison with the 

placebo, significantly reduced the systolic and diastolic blood pressure, triglycerides and low density 

lipoprotein cholesterol. Moreover, eosinophils and basophils concentration reduced in 

the saffron group (p = 0.06 and 0.05 respectively). 

CONCLUSION: 

Saffron seems to be an effective and safe option (in 8 weeks supplementation) to improve clinical 

symptoms of patients with allergic asthma but the toxicity and/or long-term effects 

of saffron intake are not known. Registration ID in IRCT (IRCT2017012132081N2). 
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Clinical evidence on the effects of saffron (Crocus sativus L.) on 
cardiovascular risk factors: A systematic review meta-analysis. 
Pourmasoumi M1, Hadi A2, Najafgholizadeh A3, Kafeshani M4, Sahebkar A5. 

Cardiovascular disease is a one of most common causes of mortality around the world. This meta-

analysis aims to summarize and conclude the clinical evidence regarding the use of saffron and its 

constituents, in particular crocin, on cardiovascular risk factors. A systematic review was conducted 

with PubMed, Scopus, Web of Science, Cochrane library and Google Scholar up to 24 May 2018. 

Randomized controlled trials (RCTs) that assessed the clinical effects of saffron and/or its constituents 

on blood lipid profile, glycemic parameters, blood pressure and anthropometric indices 

in human subjects were included. Eleven publication from ten studies comprising 622 participants 

included in quantitative analysis. Pooling of results showed significant effect of saffron on diastolic 

blood pressure (-1.24 mmHg; 95% CI: -1.51 to -0.96; I2 = 0%), body weight (-1.29 kg; 95% CI: -2.14 to -

0.44; I2 = 70%) and waist circumstance (-1.68 cm; 95% CI: -3.31 to -0.04; I2 = 51%). When subgroup 

analysis was performed based on quality of studies, a significant reduction in fasting plasma glucose 

levels was observed in subgroup with high quality studies (-10.14 mg/dl; 95% CI: -13.80 to -6.48; I2 = 0%). 

Meta-analysis did not reveal any significant change in lipid profile, fasting insulin, systolic blood 

pressure and body mass index following saffron consumption. Present meta-analysis suggests 

that saffron might be beneficial in several outcomes related with cardiovascular disease. However, 

further RCTs with long term intervention with different dose of administration are needed. 
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Saffron (Crocus sativus L.) and major depressive disorder: a 
meta-analysis of randomized clinical trials. 
Hausenblas HA1, Saha D, Dubyak PJ, Anton SD. 

BACKGROUND: 

Due to safety concerns and side effects of many antidepressant medications, herbal 

psychopharmacology research has increased, and herbal remedies are becoming increasingly popular 

as alternatives to prescribed medications for the treatment of major depressive disorder (MDD). Of 

these, accumulating trials reveal positive effects of the spice saffron (Crocus sativus L.) for the 

treatment of depression. A comprehensive and statistical review of the clinical trials examining the 

effects of saffron for treatment of MDD is warranted. 
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OBJECTIVE: 

The purpose of this study was to conduct a meta-analysis of published randomized controlled trials 

examining the effects of saffron supplementation on symptoms of depression among participants with 

MDD. 

SEARCH STRATEGY: 

We conducted electronic and non-electronic searches to identify all relevant randomized, double-blind 

controlled trials. Reference lists of all retrieved articles were searched for relevant studies. 

INCLUSION CRITERIA: 

The criteria for study selection included the following: (1) adults (aged 18 and older) with symptoms of 

depression, (2) randomized controlled trial, (3) effects of saffron supplementation on depressive 

symptoms examined, and (4) study had either a placebo control or antidepressant comparison group. 

DATA EXTRACTION AND ANALYSIS: 

Using random effects modeling procedures, we calculated weighted mean effect sizes separately for 

the saffron supplementation vs placebo control groups, and for the saffron supplementation vs 

antidepressant groups. The methodological quality of all studies was assessed using the Jadad score. 

The computer software Comprehensive Meta-analysis 2 was used to analyze the data. 

RESULTS: 

Based on our pre-specified criteria, five randomized controlled trials (n = 2 placebo controlled trials, n = 

3 antidepressant controlled trials) were included in our review. A large effect size was found 

for saffron supplementation vs placebo control in treating depressive symptoms (M ES = 1.62, P < 

0.001), revealing that saffron supplementation significantly reduced depression symptoms compared 

to the placebo control. A null effect size was evidenced between saffron supplementation and the 

antidepressant groups (M ES = -0.15) indicating that both treatments were similarly effective in 

reducing depression symptoms. The mean Jadad score was 5 indicating high quality of trials. 

CONCLUSION: 

Findings from clinical trials conducted to date indicate that saffron supplementation can improve 

symptoms of depression in adults with MDD. Larger clinical trials, conducted by research teams 

outside of Iran, with long-term follow-ups are needed before firm conclusions can be made 

regarding saffron's efficacy and safety for treating depressive symptoms. 
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Effect of crocetin on quality of sleep: A randomized, double-blind, 
placebo-controlled, crossover study. 
Umigai N1, Takeda R2, Mori A3. 

OBJECTIVES: 

The aim of the present study was to investigate the effect of crocetin on sleep architecture and 

subjective sleep parameters in healthy adult participants with mild sleep complaints. 

DESIGN: 

A randomized, double-blind, placebo-controlled, crossover study with two intervention periods of 14 

days each, separated by a 14-day wash-out period. 

INTERVENTIONS: 

Thirty participants were randomly assigned to one of two sequence groups. Each group was given 

crocetin at 7.5 mg/day, or placebo. We measured objective sleep parameters using single-channel 

electroencephalography and assessed subjective sleep parameters using the Oguri-Shirakawa-Azumi 

Sleep Inventory, Middle-age and Aged version (OSA-MA). 

MAIN OUTCOME MEASURES: 

Differences between crocetin and placebo in an objective sleep parameter (delta power), and OSA-MA 

scores. 

RESULTS: 

Delta power was significantly increased with crocetin compared with placebo. There were no 

significant differences in the other sleep parameters, including sleep latency, sleep efficiency, total 

sleep time, and wake after sleep onset. Subjective scores for sleepiness on rising and feeling refreshed 

were significantly improved with crocetin compared with placebo. 

CONCLUSIONS: 

The findings of the present study suggest that crocetin supplementation contributes to sleep 

maintenance, leading to improved subjective sleep quality. 
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Saffron (Crocus sativus) for depression: a systematic review 
of clinical studies and examination of underlying antidepressant 
mechanisms of action. 
Lopresti AL1, Drummond PD. 
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BACKGROUND: 

Saffron, a spice derived from the flower of Crocus sativus, has now undergone several trials examining 

its antidepressant effects and, in a recent meta-analysis, was confirmed to be effective for the 

treatment of major depression. 

OBJECTIVE: 

To provide an expanded systematic analysis of the completed clinical studies on saffron and 

depression, detailing dosages, extract sources, standardisations, safety profile and treatment 

duration; and, through a narrative review, to examine its potential antidepressant mechanisms of 

action. 

DESIGN: 

In the systematic review of clinical trials, electronic databases were searched for high-quality, 

randomised, double-blind studies, with placebo or antidepressant controls. A narrative review of in vivo 

and in vitro studies was conducted to examine its potential antidepressant mechanisms of action. 

RESULTS: 

In the systematic review, six studies were identified. In the placebo-comparison trials, saffron had 

large treatment effects and, when compared with antidepressant medications, had similar 

antidepressant efficacy. Saffron's antidepressant effects potentially are due to its serotonergic, 

antioxidant, anti-inflammatory, neuro-endocrine and neuroprotective effects. 

CONCLUSIONS: 

Research conducted so far provides initial support for the use of saffron for the treatment of mild-

to-moderate depression. Further research is required to expand our understanding of the role and 

actions of saffron in major depression. 
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The Efficacy of Saffron in the Treatment of Mild to Moderate 
Depression: A Meta-analysis. 
Tóth B1,2, Hegyi P3, Lantos T4, Szakács Z3, Kerémi B5, Varga G5, Tenk J3, Pétervári E3, Balaskó 
M3, Rumbus Z3, Rakonczay Z6, Bálint ER6, Kiss T1,2, Csupor D1,2. 

Herbal products, especially Hypericum perforatum extracts, have been widely used as first-line 

treatments for mild to moderate depression. Recently, several randomized, controlled clinical trials 

have been conducted to evaluate the efficacy of another plant, saffron (Crocus sativus), in mild to 

moderate depression. We have carried out a literature review of currently available published 
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randomized, controlled clinical trials to give an up-to-date evaluation of the efficacy of saffron in mild 

to moderate depression, compared to placebo or routinely used antidepressants. The meta-analysis is 

reported according to the preferred reporting items for systematic reviews and meta-analyses 

(PRISMA) guidelines using the PICO (patients, intervention, comparison, outcome) format and was 

conducted using the statistical programs Comprehensive Meta-analysis and RevMan. PubMed, Embase, 

the Cochrane Central Register of Controlled Trials, and Web of Science databases were searched for 

relevant studies. Only placebo or active controlled, randomized clinical studies involving patients 

suffering from mild to moderate depression and using pharmacological doses of saffron per os were 

included. Hedges' g was used to calculate effect sizes. Risk of bias was assessed using the Cochrane 

Collaboration tool, and heterogeneity was tested by both performing the Cochran's Q test and 

calculating Higgins' I2 indicator. Eleven randomized trials were included in the qualitative analysis, and 

nine were pooled for statistical analysis. According to the present meta-analysis, saffron has a 

significant effect on the severity of depression. Available data from randomized, controlled clinical 

trials support that saffron is significantly more effective than placebo (g = 0.891; 95% CI: 0.369 -

 1.412, p = 0.001), and non-inferior to tested antidepressant drugs (g = - 0.246; 95% CI: - 0.495 - 0.004, 

p = 0.053). 
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Efficacy of Crocus sativus (saffron) in treatment of major 
depressive disorder associated with post-menopausal hot 
flashes: a double-blind, randomized, placebo-controlled trial. 
Kashani L1, Esalatmanesh S2, Eftekhari F3, Salimi S3, Foroughifar T3, Etesam F2, Safiaghdam 
H2, Moazen-Zadeh E2, Akhondzadeh S4. 

PURPOSE: 

Due to concerns regarding the side effects of hormone therapy, many studies have focused on the 

development of non-hormonal agents for treatment of hot flashes. The aim of this study was to 

evaluate the efficacy and safety of saffron (stigma of Crocus sativus) in treatment of major depressive 

disorder associated with post-menopausal hot flashes. 

METHODS: 

Sixty women with post-menopausal hot flashes participated in this study. The patients randomly 

received either saffron (30 mg/day, 15 mg twice per day) or placebo for 6 weeks. The patients were 

assessed using the Hot Flash-Related Daily Interference Scale (HFRDIS), Hamilton Depression Rating 
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Scale (HDRS) and the adverse event checklist at baseline and also at the second, fourth, and sixth 

weeks of the study. 

RESULTS: 

Fifty-six patients completed the trial. Baseline characteristics of the participants did not differ 

significantly between the two groups. General linear model repeated measures demonstrated 

significant effect for time × treatment interaction on the HFRDIS score [F (3, 162) = 10.41, p = 0.0001] 

and HDRS score [F (3, 162) = 5.48, p = 0.001]. Frequency of adverse events was not significantly 

different between the two groups. 

CONCLUSIONS: 

Results from this study revealed that saffron is a safe and effective treatment in improving hot 

flashes and depressive symptoms in post-menopausal healthy women. On the other hand, saffron, 

with fewer side effects, may provide a non-hormonal and alternative herbal medicine option in 

treatment of women with hot flashes. 
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A double-blind, randomized, placebo-controlled trial of saffron 
stigma (Crocus sativus L.) in mothers suffering from mild-to-
moderate postpartum depression. 
Tabeshpour J1, Sobhani F2, Sadjadi SA3, Hosseinzadeh H4, Mohajeri SA5, Rajabi O6, Taherzadeh 
Z7, Eslami S4. 

INTRODUCTION: 

Numerous adverse effects of antidepressants as well as the attitudes of breastfeeding mothers, who 

prefer to consume herbal medicine rather than chemical drugs, encouraged us to assess the effects of 

saffron (Crocus sativus L.) on mothers suffering from mild-to-moderate postpartum depressive 

disorder. 

METHODS: 

A double-blind, randomized, and placebo-controlled trial was conducted on 60 new mothers who had a 

maximum score of 29 on the Beck Depression Inventory-Second Edition (BDI-II). They were randomly 

assigned to the saffron (15 mg/Bid) or placebo group. The primary outcome was a change in the BDI-II 

scores 8 weeks after treatment compared to the baseline. The response and remission rates were 

considered to be secondary outcome measures. 
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RESULTS: 

Saffron had a more significant impact on the BDI-II scores than the placebo. The mean BDI-II scores 

decreased from 20.3 ± 5.7 to 8.4 ± 3.7 for the saffron group (p < .0001) and from 19.8 ± 3.2 to 15.1 ± 5.4 for 

the placebo group (p < .01). In the final assessment, 96% of the saffron group were in remission 

compared to 43% of the placebo group (p < .01). The complete response rates were 6% for the placebo 

group and 66% for the saffron group. 

CONCLUSION: 

When administered to treat minor PPD in breastfeeding mothers, saffron had a more significant 

impact on the BDI-II than the placebo. 
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INTRODUCTION: 
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saffron (Crocus sativus L.) on mothers suffering from mild-to-moderate postpartum depressive 
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compared to 43% of the placebo group (p < .01). The complete response rates were 6% for the placebo 

group and 66% for the saffron group. 

CONCLUSION: 

When administered to treat minor PPD in breastfeeding mothers, saffron had a more significant 

impact on the BDI-II than the placebo. 
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Efficacy and Safety of Crocus sativus L. in Patients with Mild 
Cognitive Impairment: One Year Single-Blind Randomized, with 
Parallel Groups, Clinical Trial. 
Tsolaki M1,2,3, Karathanasi E1, Lazarou I1,4,2, Dovas K3, Verykouki E2, Karacostas A4, Georgiadis 
K4, Tsolaki A1,5,2, Adam K4, Kompatsiaris I4, Sinakos Z2,3. 

There is evidence to suggest the efficacy of Crocus (saffron) in the management of cognitive decline. 

This study examined the efficacy of Crocus in patients with amnesic and multi domain MCI (aMCImd). 

The participants included 17 patients on Crocus and 18 on a waiting list, who were examined with a short 

neuropsychological battery, MRI 3T, while some patients were examined via 256-channel 

electroencephalogram (HD-EEG) at baseline and after 12 months. The results showed that patients 

on Crocus had improved Mini-Mental State Examination scores (p = 0.015), while the control group 

deteriorated. Also, MRI, EEG, and ERP showed improvement in specific domains. This led us to 

conclude that Crocus is a good choice for management of aMCImd. 

 

Molecules. 2016 Mar 2;21(3):303. doi: 10.3390/molecules21030303. 

Constituents of Saffron (Crocus sativus L.) as Potential 
Candidates for the Treatment of Anxiety Disorders and 
Schizophrenia. 
Pitsikas N1. 

Anxiety disorders and schizophrenia are common public health issues. The dried stigma of the 

plant Crocus sativus L., (C. sativus) commonly known as saffron are used in folk medicine for various 

purposes. Several lines of evidence suggest that C. sativus, crocins and safranal are implicated in 

anxiety and schizophrenia. Here, I intend to critically review advances in research of these emerging 

molecules for the treatment of anxiety and schizophrenia, discuss their advantages over currently used 
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anxiolytics and neuroleptics, as well remaining challenges. Current analysis shows that C. sativus and 

its components might be a promising class of compounds for the treatment of the above mentioned 

psychiatric diseases. 
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Effects of Saffron Extract Supplementation on Mood, 
Well-Being, and Response to a Psychosocial Stressor in Healthy 
Adults: A Randomized, Double-Blind, Parallel Group, Clinical Trial 
Philippa A. Jackson1*, Joanne Forster 1, Julie Khan1, Camille Pouchieu2, 
Séverine Dubreuil 2, David Gaudout 2, Benjamin Moras 2, Line Pourtau2, Florent Joffre3, 
Carole Vaysse3, Karène Bertrand3, Hélène Abrous 3, David Vauzour 4, Julie Brossaud5, 
Jean Benoit Corcuff 5, Lucile Capuron6 and David O. Kennedy 1 
 
Anxiety, stress, and low mood are closely related and may contribute to depressive 
symptoms. Among non-pharmacological solutions to improve subclinical mood symptoms and 
resilience to stress, natural products such as saffron—identified as promising following 
preliminary beneficial effects in major depressive disorder—represent a relevant strategy. This 
study aimed to assess the efficacy of 8 weeks’ supplementation with 30mg standardized saffron 
extract on emotional well-being in healthy adults with subclinical feelings of low mood and anxiety 
and/or stress and evaluate the acute effect of saffron in response to a lab-based psychosocial 
stressor. The study adopted a double-blind, randomized, parallel groups design in which 56 healthy 
male and female individuals (18–54 years) received either a saffron extract or a placebo for 8 
weeks. 
 
Chronic effects of saffron on subjective anxiety, stress, and depressive feelings were assessed 
using a questionnaire battery [including Profile of Mood State-2, (POMS)] and acute effects in 
response to a lab-based psychosocial stressor were measured through psychological and 
physiological parameters. Urinary crocetin levels were quantified. 
 
Participants who received the saffron extract reported reduced depression scores and improved 
social relationships at the end of the study. Urinary crocetin levels increased significantly with 
saffron supplementation and were correlated with change in depression scores. The typical 
stress-induced decrease in heart rate variability (HRV) during exposure to the stressor was 
attenuated following acute saffron intake.  
 
Saffron extract appears to improve subclinical depressive symptoms in healthy individuals and 
may contribute to increased resilience against the development of stress-related psychiatric 
disorders. 
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