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Saffron – Crocus sa)vus 

Common Indica+ons:   

• Major Depressive Disorder (MDD) 
• CogniLve Support and Alzheimer’s DemenLa 
• Premenstrural Syndrome (PMS) 
• SSRI-induced Sexual DysfuncLon 
• Age Related Macular DegeneraLon (ARMD) 
• ImmunomodulaLon 

  
General Comments:   

Saffron is a classic staple of tradiLonal Persian, Greco-Arabic, and Ayurvedic medicine. Derived 
from the carefully hand-harvested sLgmas of Crocus saLvus, it represents the world's most costly 
botanical. Saffron exerts broad-spectrum therapeuLc influence across the central nervous, 
ophthalmic, reproducLve, and immune systems as a potent anL-inflammatory, neuroprotecLve, 
and mood-regulaLng agent. 

Benefits & Mechanism of Ac7on:  

Neuroprotection & Mood Support (MDD)  
 
The bioactive elements of saffron (specifically crocin and safranal) exert powerful antidepressant 
effects through dual neural pathways: (1) Monoamine Reuptake Inhibition: In vivo research 
confirms that safranal and crocin inhibit the synaptic reuptake of serotonin, dopamine, and 
noradrenaline. (2) Neurotrophic Upregulation: Saffron significantly increases expression of CREB 
(cAMP response element-binding protein), BDNF (brain-derived neurotrophic factor), and VGF 
neuropeptides in the hippocampus. Double-blind RCTs demonstrate that 30 mg/day achieves 
therapeutic outcome equal to standard synthetic antidepressants (Fluoxetine 20–40 mg/day; 
Imipramine 100 mg/day) with significantly fewer anticholinergic and sedative side effects.  
 
Cognitive Health & Dementia (Alzheimer's)  
 
Saffron exhibits moderate acetylcholinesterase (AChE) inhibition. Active constituents crocetin and 
dimethylcrocetin bind simultaneously to both the catalytic and peripheral anionic sites of the AChE 
enzyme. Furthermore, crocin inhibits neuronal apoptosis by modulating Bcl-2 family proteins, 
suppressing cytochrome c release and oxidative damage. Studies show in mild-to-moderate AD 
patients, 30 mg/day produced cognitive gains equivalent to Donepezil (10 mg/day) with superior 
gastrointestinal tolerability (significantly less vomiting).  
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Ophthalmic Protection (ARMD)  
 
High concentrations of antioxidant carotenoids (crocin and crocetin) protect retinal 
photoreceptors against oxidative stress and ischemia. Clinical trials in patients with early ARMD 
demonstrate that oral saffron at 20 mg/day significantly increases central retinal flicker sensitivity 
within 3 months, with visual benefits sustained over 14 months of extended therapy.  
 
Endocrine, Reproductive & Immune Modulation  
 
Saffron significantly reverses fluoxetine-induced sexual dysfunction in women over 4 weeks 
(improving total FSFI scores for arousal, lubrication, and pain reduction). In women with PMS, 30 
mg/day significantly reduces premenstrual distress and HAM-D depression scores over 2 cycles. At 
100 mg/day, saffron transiently elevates IgG antibody levels while balancing monocyte/basophil 
ratios.  
 

DOSE:    
• Major Depressive Disorder (MDD): 30 mg/day (15 mg twice daily) of standardized sLgma or 

petal extract.  
• Alzheimer's DemenLa (AD): 30 mg/day (15 mg twice daily).  
• Premenstrual Syndrome (PMS): 30 mg/day (15 mg twice daily) over at least 2 menstrual 

cycles. 
• SSRI-Induced Sexual DysfuncLon: 30 mg/day for 4 weeks.  
• Age-Related Macular DegeneraLon (ARMD): 20 mg/day daily long-term.  
• ImmunomodulaLon: 100 mg/day short-term (3 weeks).  

  

STANDARDIZATION:    

Saffron extract preparaLons should be standardized to contain key bioacLve consLtuents: water-
soluble carotenoids (crocin ~10%), monoterpene aldehydes (safranal for aroma), and bijer 
glycosides (picrocrocin). 

 

CAUTIONS & SIDE EFFECTS:       
• Pregnancy ContraindicaLon: High therapeuLc doses of saffron must be avoided during 

pregnancy. Preclinical animal studies show high doses of crocin and safranal cause fetal 
growth retardaLon, reduced length/weight, and skeletal malformaLons. Standard culinary 
amounts are likely safe. 

• Concomitant AnLdepressant Use: Due to saffron's potent monoaminergic acLvity, 
concurrent use with prescripLon anLdepressants requires close medical supervision. 
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PharmaceuLcal anLdepressant requirements may decrease when taken alongside 
therapeuLc doses  

• ExcepLonal Safety Window: Saffron possesses an extremely high toxicity threshold (LD = 20 
g/kg). Clinical 50 doses (15–30 mg/day) are excepLonally well tolerated with adverse event 
rates comparable to placebo.  
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