
Based on extensive research analysis of clinical trials and meta-analyses, numerous supplements

show promise as adjunctive or alternative treatments for depression. This review examines the

evidence for 12 key supplements, evaluating their effectiveness, safety profiles, and clinical

applications.

Saffron emerges as the most promising supplement for depression treatment . Clinical

trials demonstrate large effect sizes (1.62 compared to placebo) with saffron showing

comparable efficacy to conventional antidepressants like fluoxetine and imipramine . The

optimal dosage is 30mg daily, typically divided into two 15mg doses . Saffron's mechanisms

include serotonin and dopamine modulation through its bioactive compounds crocin, crocetin,

and safranal . Studies consistently show excellent tolerability with minimal side effects .

Magnesium supplementation demonstrates strong evidence for depression treatment across

multiple studies . A 2023 meta-analysis found significant reductions in depression scores

with a large effect size of -0.919 . The effective dosage ranges from 248-500mg daily ,

with studies showing benefits within two weeks of treatment . Magnesium works through

NMDA receptor antagonism and GABA system modulation . Lower doses (≤250mg/day)

may be more effective than higher doses .

Zinc supplementation shows moderate to strong evidence for depression, particularly in

treatment-resistant cases . Studies demonstrate significant improvements in Beck

Depression Inventory scores when zinc (25mg daily) is combined with antidepressants . Zinc

deficiency is associated with increased depression risk, and supplementation helps normalize

neurotransmitter function through NMDA receptor modulation and BDNF enhancement .

Multi-strain probiotic formulations demonstrate moderate evidence for depression improvement

through the gut-brain axis . A controlled trial found probiotics maintained healthy gut

microbiota and reduced depression scores, with Lactobacillus genus increases correlating with
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symptom improvement . Probiotics work by modulating inflammatory pathways and

neurotransmitter production, particularly GABA .

Omega-3 supplements show small to moderate effect sizes (-0.28) for depression .

EPA-dominant formulations (≥60% EPA) at dosages ≤1g daily are most effective . EPA

appears more beneficial than DHA for depression, with mechanisms involving anti-inflammatory

effects and neurotransmitter modulation . Benefits are most pronounced in individuals with

existing depression rather than prevention .

Ashwagandha demonstrates moderate evidence for depression and anxiety reduction

. Clinical trials using 300-1000mg daily show significant improvements in depression scores,

particularly when combined with traditional treatments . The herb works primarily through

cortisol reduction and GABA system modulation, with excellent safety profiles .

Curcumin shows small to moderate effect sizes (0.35-0.75) for depression treatment .

Meta-analyses support its efficacy, particularly as adjunctive therapy . Dosages of 500-

1000mg daily are typically used, though bioavailability remains a concern requiring specialized

formulations . Curcumin may be most effective in inflammatory depression due to its anti-

inflammatory properties .

Vitamin D supplementation shows mixed results for depression . Benefits appear

limited to individuals with existing deficiency and baseline 25(OH)D levels >50 nmol/L .

Large-scale trials like VITAL-DEP found no significant effects on depression prevention . The

optimal dosage appears to be around 2000 IU daily .

Rhodiola demonstrates modest antidepressant effects in mild-to-moderate depression .

While showing 1.4 times better odds of improvement compared to placebo, it remains less

effective than conventional antidepressants . Dosages of 340-680mg daily are typically

used .
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L-theanine shows preliminary evidence for depression, anxiety, and sleep improvement

. Studies using 200-250mg daily demonstrate benefits in depressive symptoms and

cognitive function . However, most evidence comes from small, open-label studies

requiring larger controlled trials .

B-vitamin supplementation shows limited evidence for depression treatment . While

deficiencies are associated with increased depression risk, supplementation benefits appear

modest and may be limited to long-term prevention rather than acute treatment .

Despite historical use, recent high-quality trials show mixed results for St. John's Wort

. While older meta-analyses suggested efficacy for mild-moderate depression , larger

placebo-controlled trials found minimal benefits . Significant drug interactions limit its clinical

utility .

Supplement Effectiveness Ranking for Depression Treatment Based on Evidence Quality, Effect

Size, and Safety

L-Theanine

[28] [29]

[30]

[28] [29]

[30]

Folate/B-Complex Vitamins

[31] [32]

[31] [32]

St. John's Wort

[33] [34]

[35] [34]

[33]

[35]



First-Line Considerations: Saffron and magnesium offer the strongest evidence profiles with

excellent safety and significant effect sizes. These can be considered as adjunctive treatments

or in mild-moderate depression.

Targeted Applications:

Safety Considerations: Most supplements demonstrate excellent safety profiles, with saffron,

magnesium, zinc, probiotics, and L-theanine showing minimal adverse effects. St. John's Wort

requires caution due to drug interactions.

Integration with Standard Care: These supplements are best used as adjunctive treatments

alongside conventional therapies rather than replacements. Healthcare provider consultation is

essential before initiating supplementation, particularly for individuals on antidepressant

medications.

The evidence suggests that targeted nutritional interventions can play valuable roles in

depression management, with several supplements offering clinically meaningful benefits when

appropriately selected and dosed.

⁂

Clinical Recommendations

Zinc for treatment-resistant depression

Omega-3 EPA for inflammatory depression

Probiotics for gut-brain axis dysfunction

Ashwagandha for anxiety-depression comorbidity

1. https://pubmed.ncbi.nlm.nih.gov/29540267/

2. https://jamanetwork.com/journals/jama/fullarticle/193754

3. https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2020.606124/full

4. https://apcz.umk.pl/JEHS/article/view/45417

5. https://pubmed.ncbi.nlm.nih.gov/8704532/

6. https://pmc.ncbi.nlm.nih.gov/articles/PMC4643654/

7. https://www.cambridge.org/core/journals/british-journal-of-nutrition/article/efficacy-and-safety-of-n3-

fatty-acids-supplementation-on-depression-a-systematic-review-and-doseresponse-metaanalysis-of-

randomised-controlled-trials/CF33CEE475F3342250E805CF9677D1FF

8. https://www.bmj.com/content/313/7052/253

9. https://www.mdpi.com/2072-6643/17/5/809

10. https://www.nature.com/articles/s41398-019-0515-5

11. https://www.nccih.nih.gov/health/st-johns-wort-and-depression-in-depth

12. https://www.psychiatrictimes.com/view/is-there-role-saffron-phytotherapy-treating-depression

13. https://pubmed.ncbi.nlm.nih.gov/31383846/

14. https://clinicaltrials.gov/study/NCT00005013

15. https://pmc.ncbi.nlm.nih.gov/articles/PMC6266642/

https://pubmed.ncbi.nlm.nih.gov/29540267/
https://jamanetwork.com/journals/jama/fullarticle/193754
https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2020.606124/full
https://apcz.umk.pl/JEHS/article/view/45417
https://pubmed.ncbi.nlm.nih.gov/8704532/
https://pmc.ncbi.nlm.nih.gov/articles/PMC4643654/
https://www.cambridge.org/core/journals/british-journal-of-nutrition/article/efficacy-and-safety-of-n3-fatty-acids-supplementation-on-depression-a-systematic-review-and-doseresponse-metaanalysis-of-randomised-controlled-trials/CF33CEE475F3342250E805CF9677D1FF
https://www.cambridge.org/core/journals/british-journal-of-nutrition/article/efficacy-and-safety-of-n3-fatty-acids-supplementation-on-depression-a-systematic-review-and-doseresponse-metaanalysis-of-randomised-controlled-trials/CF33CEE475F3342250E805CF9677D1FF
https://www.cambridge.org/core/journals/british-journal-of-nutrition/article/efficacy-and-safety-of-n3-fatty-acids-supplementation-on-depression-a-systematic-review-and-doseresponse-metaanalysis-of-randomised-controlled-trials/CF33CEE475F3342250E805CF9677D1FF
https://www.bmj.com/content/313/7052/253
https://www.mdpi.com/2072-6643/17/5/809
https://www.nature.com/articles/s41398-019-0515-5
https://www.nccih.nih.gov/health/st-johns-wort-and-depression-in-depth
https://www.psychiatrictimes.com/view/is-there-role-saffron-phytotherapy-treating-depression
https://pubmed.ncbi.nlm.nih.gov/31383846/
https://clinicaltrials.gov/study/NCT00005013
https://pmc.ncbi.nlm.nih.gov/articles/PMC6266642/


16. https://www.sciencedirect.com/science/article/pii/S0952327823000418

17. https://www.sciencedirect.com/science/article/abs/pii/S0165032716315920

18. https://www.sciencedirect.com/science/article/abs/pii/S0165032717315884

19. https://www.nature.com/articles/s41398-024-02932-w

20. https://psychiatryonline.org/doi/full/10.1176/appi.ajp.159.8.1361

21. https://www.nature.com/articles/s41398-022-01977-z

22. https://pubmed.ncbi.nlm.nih.gov/37852593/

23. https://pmc.ncbi.nlm.nih.gov/articles/PMC10783196/

24. https://pmc.ncbi.nlm.nih.gov/articles/PMC10053794/

25. https://pmc.ncbi.nlm.nih.gov/articles/PMC6515787/

26. https://journals.plos.org/plosone/article?id=10.1371%2Fjournal.pone.0180067

27. https://www.sciencedirect.com/science/article/pii/S2225411024000300

28. https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2023.1169436/full

29. https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2025.1484344/full

30. https://www.nature.com/articles/s44184-025-00123-z

31. https://jamanetwork.com/journals/jama/fullarticle/2768978

32. https://www.webmd.com/depression/magnesium-for-depression

33. https://pmc.ncbi.nlm.nih.gov/articles/PMC10146621/

34. https://www.sciencedirect.com/science/article/abs/pii/S0165032723012260

35. https://pubmed.ncbi.nlm.nih.gov/16542786/

https://www.sciencedirect.com/science/article/pii/S0952327823000418
https://www.sciencedirect.com/science/article/abs/pii/S0165032716315920
https://www.sciencedirect.com/science/article/abs/pii/S0165032717315884
https://www.nature.com/articles/s41398-024-02932-w
https://psychiatryonline.org/doi/full/10.1176/appi.ajp.159.8.1361
https://www.nature.com/articles/s41398-022-01977-z
https://pubmed.ncbi.nlm.nih.gov/37852593/
https://pmc.ncbi.nlm.nih.gov/articles/PMC10783196/
https://pmc.ncbi.nlm.nih.gov/articles/PMC10053794/
https://pmc.ncbi.nlm.nih.gov/articles/PMC6515787/
https://journals.plos.org/plosone/article?id=10.1371%2Fjournal.pone.0180067
https://www.sciencedirect.com/science/article/pii/S2225411024000300
https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2023.1169436/full
https://www.frontiersin.org/journals/nutrition/articles/10.3389/fnut.2025.1484344/full
https://www.nature.com/articles/s44184-025-00123-z
https://jamanetwork.com/journals/jama/fullarticle/2768978
https://www.webmd.com/depression/magnesium-for-depression
https://pmc.ncbi.nlm.nih.gov/articles/PMC10146621/
https://www.sciencedirect.com/science/article/abs/pii/S0165032723012260
https://pubmed.ncbi.nlm.nih.gov/16542786/

