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Abstract 

Background: Herbal medicine have been widely used to treat anxiety and depression since ancient times. 

Among the most researched botanical medicine for mental health are: St.Johns Wort, Valerian, 

Passionflower, and Saffron. This review aims to mainly assess Saffron (Crocus Sativus) efficacy for 

optimization of mental health. Even if antidepressants are the first line treatment for depression many 

people do not respond as expected to them which calls for finding alternative treatment to support 

population mental health needs. This study aims to compare safety and efficacy of botanical medicine 

including Crocus Sativus (Saffron) versus medical drugs in improving mental health symptoms. 

Objectives: to assess the efficacy, tolerability, and safety of saffron (herbal, plant-derived) compared to 

placebo or conventional drugs for psychological conditions. 

Selection criteria: from Medline (Pubmed) it was selected a list randomised, double-blind controlled trials, 

clinical trials from 2017 to 2022. 

Data collection and analysis: this systematic review aimed to compare the efficacy and safety of 

pharmacological and non-pharmacological treatments for major depressive disorder (MDD), post partum 

depression, attention deficit/hyperactivity disorder, mild cognitive impairment, anxiety.  Primary outcomes 

were efficacy (response rate) and safety (overall risk of adverse events) of botanical medicine. 

Main results: a systematic review with network meta-analyses and randomised controlled trials were 

identified from published sources through searches in PubMed.  The primary outcomes were efficacy 

(treatment response) and safety. In analyzing the interventions Saffron studies suggest improvements in 

mental health and overall health. 

Author conclusions: Some patients do not respond well to pharmaceuticals and can not tolerate the side 

effects of drugs. In trying to find alternatives medications herbal medicine is considered. Literature reveals 

clinical evidence for various phytomedicine along with good safety. The potential benefits of saffron in 

mental health is suggested by several studies still more evidence is needed.  The quality of evidence for 

does not provide concerns regarding potential harms and suggest safety in using Saffron. 
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1. Background

The number of people with depression and anxiety have been increased in the last couple of years 

and it is still a challenge to treat. Even if antidepressants are the first line treatment for depression many 

people do not respond as expected to them which calls for finding alternative treatment to support mental 

health needs. Moreover, we have an increased number of people who prefer a natural approach to mental 

health because of the concern of short term and long term side effects of the prescription drugs. At the same 

time, we have a large population that are not compliant with the anti- depression prescription. There is a 

continuing search in finding more alternative solutions support the needs of a genetically diverse population 

challenged with mental health issues.  

The objective for this research was to assess the efficacy, tolerability, and safety of saffron (herbal, 

plant-derived) compared to placebo or conventional drugs for psychological conditions.  

As criteria from Medline (Pubmed) it was selected a list randomized, double-blind controlled 

trials, clinical trials from 2017 to 2022. Search criteria key words include: saffron, mental health, 

psychologic, anxiety, depression.  

The data collection and analysis aimed to compare the efficacy and safety of the non 

pharmacological treatments more exactly Saffron in major depressive disorder (MDD), post partum 

depression, attention deficit/ hyperactivity disorder, anxiety and mild cognitive impairment.  
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Several randomized double-blind studies were chosen from different settings, conditions and age 

groups challenged with anxiety and depression. For example, Saffron efficacy was tested after 

chemotherapy, in youth anxiety, in comparison of saffron vs fluoxetine in moderate postpartum depression, 

in cognitive function in elderly, in post-menopausal hot flashes, in saffron vs citalopram in major depressive 

disorder.  

Saffron (Crocus sativus L.) is a medicinal plant, originally cultivated in the East and Middle East.  

Saffron is collected from the stigmas of flower plant. The most important constituents are crocins 

and crocetin which are forms of caroteinoids. Saffron has been valued for the antioxidant and anti 

inflammatory properties. Saffron main constituents are Crocin (glycosylated carotenoids) which has been 

associated with neuroprotective effects. Some studies that Crocin have been reporting neuroprotective 

effects and depression protective. Some of the benefit effects have not been fully understood but still 

reported. It is suggested that the anti depressive effect of Crocin-I is due to the suppression of 

neuroinflammation (IL-1beta) in reducing the oxidative damage (Cerdá-Bernad et al., 2022). A study 

showed that crocin-I might play an antidepressant effects in a model of chronic corticosterone  

(CORT)-induced depression. It was found after the oral dose of Crocin-I of 40mg/kg induced accumulation 

of nicotinamide in the liver and improved synthesis of NAD+ and SIRT3 deacetylase to increase superoxide 

dismutase 2 and glutathione reductase (Xiao et al., 2019).  

 

2. Conclusion 

 
The potential benefits of saffron in mental health is suggested by several studies and still more 

evidence is needed. The quality of evidence for does not provide concerns regarding potential harms and 

suggest safety in using Saffron. Crocin is one of the main glycosylated carotenoids of saffron, studies 

suggest beneficial activities and has been reported to be associated with neuroprotective effects. In this 

paper the biological action of crocin was explored for the on depression-like through investing the 

mechanisms of actions including but not limited to neuroinflammation and oxidative damage. It is 

suggested that the antidepressant activity of crocin-I was probably achieved through the suppression of 

neuroinflammation (IL-1β) and oxidative stress in the mouse hippocampus. Some studies suggests  

crocin-I could reduce the levels of oxidative damage markers (reactive oxygen species and malonaldehyde) 

to rescue impaired mitochondrial function. However, still the full mechanism of action is not fully 

understood and more studies are needed (Cerdá-Bernad et al., 2022).  
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