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INTRODUCTION
Saffron is a spice derived from the dried stigmas of the Crocus 
sativus flower that is used traditionally as both a culinary spice 
and medicinal agent. It contains many bioactive compounds, 
including crocin and safranal, which have demonstrated 
antioxidant and anti-inflammatory activity as well as modulation 
of neurotransmitters in experimental models.1 Several meta-
analyses of randomized, controlled clinical trials suggest saffron 
improves symptoms related to stress, anxiety, and low mood, and 
improves multiple sleep parameters, including sleep quality  
and duration.2–4 

What is affron®?

Affron is a well-studied saffron extract cultivated from saffron 
stigmas exclusively in Spain. It is standardized to provide ≥3.5% 
lepticrosalides®, the bioactive compounds within saffron 
(including safranal and crocin), which are extracted via a 
chemical-free proprietary process. Pharmacokinetic studies in 
humans indicate that affron is both a bioavailable form of these 
active compounds, and that it is rapidly absorbed.5 Multiple 
controlled clinical trials have been conducted with affron at  
a dose of 28 mg per day, indicating its efficacy for improving 
symptoms related to stress, anxiety, low mood, and sleep quality 
in a variety of populations.6–11

Mechanism of Action 

Experimental models have demonstrated that saffron has multiple 
mechanisms of action, ranging from antioxidant and anti-
inflammatory effects to modulation of the action of several 
neurotransmitters. Crocin, for example, is a natural carotenoid 
with antioxidant effects that may protect neurons from oxidative 
injury. It also has anti-inflammatory effects, including reducing 
the expression of nuclear factor-kappa B (NF-kB), tumour necrosis 
factor α (TNF-α), and cyclooxygenase-2 (COX-2).1,12 In addition, 
murine models indicate that saffron may have neuroprotective 
properties, in part mediated by an increase in brain-derived 
neurotrophic factor (BDNF) levels.13,14 

Additional experimental models show that saffron and its 
bioactive compounds modulate the levels of several monoamine 
neurotransmitters, including dopamine, norepinephrine, and 
serotonin. They may also act as antagonists for NMDA (N-methyl-
D-aspartate) receptors, potentially leading to the clinical benefits 
for mood observed in clinical trials.15 The reduction in anxiety 
observed in clinical trials with saffron has been attributed in part 
to its effects on these neurotransmitters, along with agonism of 
the GABAA receptor.16

In a randomized clinical trial, affron was shown to reduce 
negative mood and symptoms associated with stress and anxiety,  
including perceived stress and nervousness, tension, sadness, and 
fatigue, with benefits observed by four weeks among patients 
taking 28 mg per day compared to placebo, (but not at 22 mg per 
day).6 Similar benefits were also observed in an eight-week trial 
that enrolled adolescents (aged 12–16), including improvements in  
separation anxiety, low mood, and social phobia after taking  

28 mg per day.7 Affron has been shown to improve clinician 
ratings of mood (Montgomery-Åsberg depression rating scale, 
[MADRS]) when combined adjunctively with standard therapies, 
at a dose of 28 mg per day.8 In a clinical trial of perimenopausal 
women, affron supplementation (28 mg per day) was found to 
improve symptoms of nervousness and mood, including improve-
ments in the Greene climacteric scale (GCS) and the positive and 
negative affect schedule (PANAS) compared to a placebo.9 
Supplementation with affron (14–28 mg per day) was also 
associated with an improvement in the sleep quality of partici-
pants with self-reported sleep problems, as well as an increase in 
evening melatonin levels.10,11

ASSESSMENT
No absolute contraindications exist for affron supplementation. 
Saffron may lower blood pressure, but this is observed only at 
high doses and unlikely at the recommended dose.17 One case of 
possible interaction with a direct oral anticoagulant (rivaroxaban) 
has been reported; caution is advised with anticoagulant 
medications.17,18 Caution is also advised for patients taking 
anti-depressants, though a clinical trial with affron as add-on 
therapy among patients taking an SSRI (selective-serotonin 
reuptake inhibitors), SNRI (serotonin-noradrenaline reuptake 
inhibitors), or TCA (tricyclic antidepressant) documented 
clinician-rated improvement in symptoms, with a more favourable 
adverse effect profile than patients taking placebo.8

Some people may experience anxiety/nervousness, increased  
appetite, nausea, and/or headache, in which case discontinue use. 
Should be avoided during pregnancy/lactation. Careful screening 
and safety monitoring guidelines should be considered for any  
individual presenting with low mood and/or anxiety.19

GENERAL RECOMMENDATIONS AND DOSING
Recommended Dose: Adults (Mood, Symptoms of Stress, 
Nervousness, Sleep Quality): 1 capsule per day or as directed by  
a health care practitioner. Consult a health care practitioner for 
use beyond 12 weeks. For sleep quality, consult a health care 
practitioner for use beyond 4 weeks. Adolescents Over 12 Years 
of Age (Mood): 1 capsule per day or as directed by a health care 
practitioner. Consult a health care practitioner for use beyond  
8 weeks.

SUMMARY
Numerous clinical trials have demonstrated saffron’s safety and 
efficacy. It has been shown to improve multiple symptoms related 
to stress, anxiety, low mood, and poor sleep quality. Its multiple 
mechanisms of action, including antioxidant, anti-inflammatory, 
and neuroprotective effects, as well as modulation of neurotrans-
mitters and their receptors, suggest it has broad potential to 
provide support for stress and its many impacts on mood and 
sleep. Affron provides a pure, bioavailable, and standardized 
amount of the active components of saffron, with several clinical 
trials supporting its use.

Saffron



m o n o g r a p h

FOR PROFESSIONAL USE ONLY. This product is not intended to diagnose, treat, cure or prevent any disease.  
*All figures and tables used with the permission of the rights holder. © All Rights Reserved Bioclinic Naturals® 2024. January 2024. 9229101 
Head office Assured Natural Distribution Inc., 104 – 3686 Bonneville Place, Burnaby, BC, Canada V3N 4T6 | U.S. Distribution office 14224 167th Avenue SE, Monroe, WA, USA 98272  
Customer Service 1·888·826·9625 · Fax 1·877·433·9862 · Email customerservice@bioclinicnaturals.com · bioclinicnaturals.com

REFERENCES
1. Siddiqui, S.A., Ali Redha, A., Snoeck, E.R., et al. (2022). Anti-depressant properties of 

crocin molecules in saffron. Molecules, 27(7), 2076.

2. Marx, W., Lane, M., Rocks, T., et al. (2019). Effect of saffron supplementation on symp-
toms of depression and anxiety: A systematic review and meta-analysis.  
Nutr Rev, nuz023. Advance online publication.

3. Tóth, B., Hegyi, P., Lantos, T., et al. (2019). The efficacy of saffron in the treatment of 
mild to moderate depression: A meta-analysis. Planta Med, 85(1), 24-31. 

4. Pachikian, B.D., Copine, S., Suchareau, M., et al. (2021). Effects of saffron extract on 
sleep quality: A randomized double-blind controlled clinical trial. Nutrients, 13(5), 1473.

5. Almodóvar, P., Briskey, D., Rao, A., et al. (2020). Bioaccessibility and pharmacokinetics 
of a commercial saffron (Crocus sativus L.) extract. Evid Based Complement Altern Med, 
2020, 1575730.

6. Kell, G., Rao, A., Beccaria, G., et al. (2017). Affron® a novel saffron extract (Crocus 
sativus L.) improves mood in healthy adults over 4 weeks in a double-blind, parallel, 
randomized, placebo-controlled clinical trial. Complement Ther Med, 33, 58-64.

7. Lopresti, A.L., Drummond, P.D., Inarejos-García, A.M., et al. (2018). Affron®, a stan-
dardised extract from saffron (Crocus sativus L.) for the treatment of youth anxiety and 
depressive symptoms: A randomised, double-blind, placebo-controlled study.  
J Affect Dis, 232, 349-57.

8. Lopresti, A.L., Smith, S.J., Hood, S.D., et al. (2019). Efficacy of a standardised saffron 
extract (affron®) as an add-on to antidepressant medication for the treatment of per-
sistent depressive symptoms in adults: A randomised, double-blind, placebo-controlled 
study. J Psychopharmacol, 33(11), 1415-27.

9. Lopresti, A.L., & Smith, S.J. (2021). The effects of a saffron extract (affron®) on meno-
pausal symptoms in women during perimenopause: A randomised, double-blind, 
placebo-controlled study. J Menopausal Med, 27(2), 66-78.

10. Lopresti, A.L., Smith, S.J., Metse, A.P., et al. (2020). Effects of saffron on sleep quality 
in healthy adults with self-reported poor sleep: A randomized, double-blind, placebo-
controlled trial. J Clin Sleep Med, 16(6), 937-47.

11. Lopresti, A.L., Smith, S.J., & Drummond, P.D. (2021). An investigation into an evening 
intake of a saffron extract (affron®) on sleep quality, cortisol, and melatonin concentra-
tions in adults with poor sleep: A randomised, double-blind, placebo-controlled, multi-
dose study. Sleep Med, 86, 7-18.

12. Gutheil, W.G., Reed, G., Ray, A., et al. (2012). Crocetin: An agent derived from saffron 
for prevention and therapy for cancer. Curr Pharm Biotechnol, 13(1), 173-9.

13. Chen, Z., Gu, J., Lin, S, et al. (2023). Saffron essential oil ameliorates CUMS-induced 
depression-like behavior in mice via the MAPK-CREB1-BDNF signaling pathway. 
J Ethnopharmacol, 300, 115719.

14. Looti Bashiyan, M., Nasehi, M., Vaseghi, S., et al. (2021). Investigating the effect of 
crocin on memory deficits induced by total sleep deprivation (TSD) with respect to the 
BDNF, TrkB and ERK levels in the hippocampus of male Wistar rats.  
J Psychopharmacol, 35(6), 744-54.

15. Matraszek-Gawron, R., Chwil, M., Terlecki, K., et al. (2022). Current knowledge of the 
antidepressant activity of chemical compounds from Crocus sativus  
L. Pharmaceuticals, 16(1), 58.

16. Pitsikas, N., & Tarantilis, P.A. (2020). The GABAA-benzodiazepine receptor antagonist 
flumazenil abolishes the anxiolytic effects of the active constituents of Crocus sativus  
L. crocins in rats. Molecules, 25(23), 5647.

17. Tajaddini, A., Roshanravan, N., Mobasseri, M., et al. (2021). Saffron improves life and 
sleep quality, glycaemic status, lipid profile and liver function in diabetic patients: A 
double-blind, placebo-controlled, randomised clinical trial.  
Int J Clin Pract, 75(8), e14334.

18. Modaghegh, M.H., Shahabian, M., Esmaeili, H.A., et al. (2008). Safety evaluation of saf-
fron (Crocus sativus) tablets in healthy volunteers. Phytomedicine, 15(12), 1032-7.

19. Heidari, Z., Daei, M., Khalili, H., et al. (2022). Bleeding complication in a patient with 
concomitant use of rivaroxaban and saffron supplement: A case report.  
Cardiovasc Hematol Disord Drug Targets, 22(1), 10-2.


