
5-Hydroxytryptophan (5-HTP) is a precursor to serotonin biosynthesis. It is produced from the essential amino acid 
L-tryptophan which is naturally supplied by dietary proteins such as turkey and milk and requires vitamin B6 as a 
cofactor. 5-HTP is produced primarily in either the enterochroma�n cells of the gastrointestinal tract or the midline 
raphe nuclei of the brainstem where it is then converted to serotonin. Serotonin produced in the gastrointestinal tract 
stimulates physiologic functions including vasoconstriction, uterine contraction, bronchoconstriction, gastrointesti-
nal motility, and platelet aggregation.1 In the brain, serotonin inhibits excitatory neurotransmission and modulates 
wakefulness, attention, a�ective behavior (anxiety and depression), sexual behaviour, appetite, thermoregulation, 
motor tone, migraine, emesis, nociception, and aggression.1

WHY CONSIDER 5-HTP SUPPLEMENTATION? 
Serotonin cannot cross the blood-brain barrier (BBB) and therefore must be manufactured within the central nervous 
system (CNS).2 Its precursor amino acid, L-tryptophan, easily crosses the BBB and, therefore, influences the rate of 
serotonin production. However, stress, elevated cortisol levels, vitamin B6 deficiency, and even high dosages of 
L-tryptophan (above 2,000 mg) can inhibit the production and transport of L-tryptophan from the bloodstream into 
the CNS. Further, the amount of L-tryptophan that passes into the brain is not only dependent on the amount found 
in blood, but also its concentration relative to other amino acids.1

The conversion of L-tryptophan to 5-HTP is a rate-limited step in the production of serotonin.1 Therefore, it can be 
therapeutically advantageous to bypass this reaction and directly supply 5-HTP, which is easily absorbed in the 
gastrointestinal tract and crosses the BBB.3 Further, human clinical studies using 5-HTP have shown excellent safety 
with oral administration and 5-HTP supplementation has never been shown to cause the toxic serotonin syndrome.3 
However, increasing the serotonin precursor, 5-HTP, could inadvertently decrease other neurotransmitters, including 
dopamine and norepinephrine, and exacerbate neuropsychiatric problems.2

Insomnia: Serotonin is a precursor to melatonin, the neurohormone that modulates circadian rhythms. Insu�cient 
serotonin can contribute to a lack of melatonin and cause insomnia; therefore, 5-HTP can help promote a balanced 
sleep/wake cycle by maintaining adequate levels of serotonin.7 Oral doses of 6 and 9mg/kg of 5-HTP was shown to 
increase sleep duration and decrease sleep latency time in animal studies.8 

Appetite and Obesity: 5-HTP has been clinically studied as an influencer of food preferences which can be associated 
with obesity, disordered eating behaviour, and noncompliance with dietary restrictions.9 Conversely, macronutrient 
ratios a�ect 5-HTP concentrations. Clinical studies in which obese women were given 5-HTP (8 mg kg−1 day−1) for 35 
days showed weight loss, decreased food intake, and early satiety.9

Headaches and Migraines: Classic migraine headaches are more often experienced by women and thought to be an 
outcome of low serotonin, high estrogen, and cortical excitability. In animal studies, 5-HTP administration in cycling 
female rats decreased cortical spreading depression (CSD), the likely culprit of the migraine aura experienced in 
women during pregnancy and menstruation.10

Fibromyalgia and Chronic Pain Syndromes: The pain and symptoms experienced in many chronic pain syndromes 
such as fibromyalgia are often neuropathic and rooted in a hypervigilant central nervous system. Selective serotonin 
reuptake inhibitors (SSRIs) are commonly prescribed for the widespread symptoms associated with these condi-
tions.11 5-HTP is an alternative means of balancing serotonin and has been found to be deficient in those with fibromy-
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algia.12 In a systematic review, combination therapy of 5-HTP and a monoamine oxidate inhibitor (MAOI) significantly 
reduced pain scores in 200 human subjects with fibromyalgia, compared to monotherapy.13 5-HTP co-administration 
has also potentiated the e�ects of antihyperalgesic agents.14

Irritable Bowel Syndrome: Intestinal permeability, peristalsis, mucosal secretion, and visceral sensitivity are directly 
associated with the serotonergic signaling pathways in the gastrointestinal tract.15 Individuals with IBS experience 
impaired intestinal barrier function as a result of alterations in serotonin metabolism.15,16 In clinical studies, oral admin-
istration of 5-HTP increased mucosal serotonergic metabolism, improving intestinal permeability in those with IBS.16

Designs for Health o�ers 5-HTP in two dosages: 50 mg per 1-capsule serving in 5-HTP Synergy™ and 100 mg per 
1-capsule serving in 5-HTP Supreme™. Both products include vitamin B6, the necessary cofactor in the conversion of 
5-HTP to serotonin.

5-HTP MAY HAVE BENEFICIAL PROPERTIES FOR:
• Mood disorders
• Excessive appetite 
• Binge eating 
• Carbohydrate cravings 
• Obesity 
• Headaches 
• Migraines 
• Insomnia 
• Fibromyalgia 
• Neuropathic pain 
• Irritable Bowel Syndrome 

5-HTP SUPREME
Medicinal Ingredients (per capsule):
L-5-Hydroxytryptophan (5-HTP, Gri�onia simplicifolia-Seed) .................................................................................................100 mg
Vitamin B6 (Pyridoxal 5-phosphate)................................................................................................................................................... 20 mg
Non-Medicinal Ingredients: Microcrystalline cellulose, hypromellose, L-leucine. Recommended Dose: Adults:  Take 1 
capsule three times per day, or as directed by your health care practitioner. To minimize the risk of gastrointestinal 
side e�ects, start dosing at 50-100 mg, 2-3 times per day and slowly increase to e�ective dose over 2 week period. 
Take with food. For symptoms of fibromyalgia, use for a minimum of 2 weeks to see beneficial e�ects. Consult a 
health care practitioner for use beyond one year.

5-HTP SYNERGY
Medicinal Ingredients (per capsule):
L-5-Hydroxytryptophan (Gri�onia simplicifolia-Seed)................................................................................................................. 50 mg
Vitamin B6 (Pyridoxal 5-phosphate).................................................................................................................................................... 10 mg
Non-Medicinal Ingredients: Microcrystalline cellulose, hypromellose, L-Leucine. Recommended Dose: Adults: Take 1 
capsule, three times per day with food, or as directed by your health care practitioner. For symptoms of fibromyalgia, 
use for a minimum of 2 weeks to see beneficial e�ects. Consult a health care practitioner for use beyond one year.

5-HTP SUPREME™ & 5-HTP SYNERGY™

5·HTP SUPREME™  |  60 VEGETARIAN CAPSULES  |  NPN80045818  |  HTU060-CN
5·HTP SYNERGY™  |  90 VEGETARIAN CAPSULES  |  NPN80048189  |  HTP090-CN

5-HYDROXYTRYPTOPHAN COMBINED WITH VITAMIN B6 IN TWO DOSAGES



5-Hydroxytryptophan (5-HTP) is a precursor to serotonin biosynthesis. It is produced from the essential amino acid 
L-tryptophan which is naturally supplied by dietary proteins such as turkey and milk and requires vitamin B6 as a 
cofactor. 5-HTP is produced primarily in either the enterochroma�n cells of the gastrointestinal tract or the midline 
raphe nuclei of the brainstem where it is then converted to serotonin. Serotonin produced in the gastrointestinal tract 
stimulates physiologic functions including vasoconstriction, uterine contraction, bronchoconstriction, gastrointesti-
nal motility, and platelet aggregation.1 In the brain, serotonin inhibits excitatory neurotransmission and modulates 
wakefulness, attention, a�ective behavior (anxiety and depression), sexual behaviour, appetite, thermoregulation, 
motor tone, migraine, emesis, nociception, and aggression.1

WHY CONSIDER 5-HTP SUPPLEMENTATION? 
Serotonin cannot cross the blood-brain barrier (BBB) and therefore must be manufactured within the central nervous 
system (CNS).2 Its precursor amino acid, L-tryptophan, easily crosses the BBB and, therefore, influences the rate of 
serotonin production. However, stress, elevated cortisol levels, vitamin B6 deficiency, and even high dosages of 
L-tryptophan (above 2,000 mg) can inhibit the production and transport of L-tryptophan from the bloodstream into 
the CNS. Further, the amount of L-tryptophan that passes into the brain is not only dependent on the amount found 
in blood, but also its concentration relative to other amino acids.1

The conversion of L-tryptophan to 5-HTP is a rate-limited step in the production of serotonin.1 Therefore, it can be 
therapeutically advantageous to bypass this reaction and directly supply 5-HTP, which is easily absorbed in the 
gastrointestinal tract and crosses the BBB.3 Further, human clinical studies using 5-HTP have shown excellent safety 
with oral administration and 5-HTP supplementation has never been shown to cause the toxic serotonin syndrome.3 
However, increasing the serotonin precursor, 5-HTP, could inadvertently decrease other neurotransmitters, including 
dopamine and norepinephrine, and exacerbate neuropsychiatric problems.2

Insomnia: Serotonin is a precursor to melatonin, the neurohormone that modulates circadian rhythms. Insu�cient 
serotonin can contribute to a lack of melatonin and cause insomnia; therefore, 5-HTP can help promote a balanced 
sleep/wake cycle by maintaining adequate levels of serotonin.7 Oral doses of 6 and 9mg/kg of 5-HTP was shown to 
increase sleep duration and decrease sleep latency time in animal studies.8 

Appetite and Obesity: 5-HTP has been clinically studied as an influencer of food preferences which can be associated 
with obesity, disordered eating behaviour, and noncompliance with dietary restrictions.9 Conversely, macronutrient 
ratios a�ect 5-HTP concentrations. Clinical studies in which obese women were given 5-HTP (8 mg kg−1 day−1) for 35 
days showed weight loss, decreased food intake, and early satiety.9

Headaches and Migraines: Classic migraine headaches are more often experienced by women and thought to be an 
outcome of low serotonin, high estrogen, and cortical excitability. In animal studies, 5-HTP administration in cycling 
female rats decreased cortical spreading depression (CSD), the likely culprit of the migraine aura experienced in 
women during pregnancy and menstruation.10

Fibromyalgia and Chronic Pain Syndromes: The pain and symptoms experienced in many chronic pain syndromes 
such as fibromyalgia are often neuropathic and rooted in a hypervigilant central nervous system. Selective serotonin 
reuptake inhibitors (SSRIs) are commonly prescribed for the widespread symptoms associated with these condi-
tions.11 5-HTP is an alternative means of balancing serotonin and has been found to be deficient in those with fibromy-

algia.12 In a systematic review, combination therapy of 5-HTP and a monoamine oxidate inhibitor (MAOI) significantly 
reduced pain scores in 200 human subjects with fibromyalgia, compared to monotherapy.13 5-HTP co-administration 
has also potentiated the e�ects of antihyperalgesic agents.14

Irritable Bowel Syndrome: Intestinal permeability, peristalsis, mucosal secretion, and visceral sensitivity are directly 
associated with the serotonergic signaling pathways in the gastrointestinal tract.15 Individuals with IBS experience 
impaired intestinal barrier function as a result of alterations in serotonin metabolism.15,16 In clinical studies, oral admin-
istration of 5-HTP increased mucosal serotonergic metabolism, improving intestinal permeability in those with IBS.16

Designs for Health o�ers 5-HTP in two dosages: 50 mg per 1-capsule serving in 5-HTP Synergy™ and 100 mg per 
1-capsule serving in 5-HTP Supreme™. Both products include vitamin B6, the necessary cofactor in the conversion of 
5-HTP to serotonin.

5-HTP MAY HAVE BENEFICIAL PROPERTIES FOR:
• Mood disorders
• Excessive appetite 
• Binge eating 
• Carbohydrate cravings 
• Obesity 
• Headaches 
• Migraines 
• Insomnia 
• Fibromyalgia 
• Neuropathic pain 
• Irritable Bowel Syndrome 

5-HTP SUPREME
Medicinal Ingredients (per capsule):
L-5-Hydroxytryptophan (5-HTP, Gri�onia simplicifolia-Seed) .................................................................................................100 mg
Vitamin B6 (Pyridoxal 5-phosphate)................................................................................................................................................... 20 mg
Non-Medicinal Ingredients: Microcrystalline cellulose, hypromellose, L-leucine. Recommended Dose: Adults:  Take 1 
capsule three times per day, or as directed by your health care practitioner. To minimize the risk of gastrointestinal 
side e�ects, start dosing at 50-100 mg, 2-3 times per day and slowly increase to e�ective dose over 2 week period. 
Take with food. For symptoms of fibromyalgia, use for a minimum of 2 weeks to see beneficial e�ects. Consult a 
health care practitioner for use beyond one year.

5-HTP SYNERGY
Medicinal Ingredients (per capsule):
L-5-Hydroxytryptophan (Gri�onia simplicifolia-Seed)................................................................................................................. 50 mg
Vitamin B6 (Pyridoxal 5-phosphate).................................................................................................................................................... 10 mg
Non-Medicinal Ingredients: Microcrystalline cellulose, hypromellose, L-Leucine. Recommended Dose: Adults: Take 1 
capsule, three times per day with food, or as directed by your health care practitioner. For symptoms of fibromyalgia, 
use for a minimum of 2 weeks to see beneficial e�ects. Consult a health care practitioner for use beyond one year.

ZT
EC

-5
HT

P 
01

/2
0

REFERENCES
1. Francescangeli, J., Karamchandani, K., Powell, M., & Bonavia, A. (2019). The Serotonin Syndrome: From Molecular Mechanisms to Clinical Practice. International journal of molecular sciences, 20(9), 2288. doi:10.3390/ijms20092288
2. Hinz M., Stein A., Uncini T. 5-HTP efficacy and contraindications. Neuropsychiatr Dis Treat. 2012;8:323-8. doi: 10.2147/NDT.S33259. Epub 2012 Jul 19. PubMed PMID: 22888252; PubMed Central PMCID: PMC3415362.
3. Jacobsen, J., Krystal, A. D., Krishnan, K., & Caron, M. G. (2016). Adjunctive 5-Hydroxytryptophan Slow-Release for Treatment-Resistant Depression: Clinical and Preclinical Rationale. Trends in pharmaco logical sciences, 37(11), 933–944. 

doi:10.1016/j.tips.2016.09.001
4. Birdsall, T.C. (1998). 5-Hydroxytryptophan: A Clinically-Effective Serotonin Precursor. Alternative Medicine Review, 3(4), 271-80
5. Turner, E.H., Loftis, J.M., & Blackwell, A.D. (2006). Serotonin a la Carte: Supplementation With the Serotonin Precursor 5-hydroxytryptophan. Pharmacology and Therapeutics, 109(3), 325-28. doi: 10.1016/j.pharmthera.2005.06.004
6. Jangid, P., Malik, P., Singh, P., Sharma, M., & Gulia, A. K. (2013). Comparative Study Of Efficacy of L-5-Hydroxytryptophan and Fluoxetine in Patients Presenting With First Depressive Episode. Asian Journal of Psychiatry, 6(1), 29-34. 

doi:10.1016/j.ajp.2012.05.011
7. Zhao D., Yu Y., Shen Y., Liu Q., Zhao Z., Sharma R., Reiter R.J. Melatonin Synthesis and Function: Evolutionary History in Animals and Plants. Front Endocrinol (Lausanne). 2019 Apr 17;10:249. doi: 10.3389/fendo.2019.00249. PubMed PMID: 

31057485; PubMed Central PMCID: PMC6481276.
8. Kwon, J. I., Park, Y., Han, S. H., & Suh, H. J. (2017). Hydrolysate Preparation with High Content of 5-Hydroxytryptophan from Liquid Egg Protein and Its Sleep-Potentiating Activity. Korean journal for food science of animal resources, 37(5), 

646–653. doi:10.5851/kosfa.2017.37.5.646
9. Ioannou, S., & Williams, A. L. (2016). Preliminary Fmri Findings Concerning the Influence of 5-HTP on Food Selection. Brain and behavior, 7(1), e00594. doi:10.1002/brb3.594
10. Chauvel, V., Multon, S., & Schoenen, J. (2018). Estrogen-Dependent Effects of 5-Hydroxytryptophan on Cortical Spreading Depression in Rat: Modelling the Serotonin-Ovarian Hormone Interaction in Migraine Aura. Cephalalgia, 38(3), 

427-436. doi:10.1177/0333102417690891
11. Patetsos, E., & Horjales-Araujo, E. (2016). Treating Chronic Pain with SSRIs: What Do We Know?. Pain research & management, 2016, 2020915. doi:10.1155/2016/2020915
12. Rus, A., Molina, F., Moral, M. L., Ramírez-Expósito, M. J., & Martínez-Martos, J. M. (2018). Catecholamine and Indolamine Pathway: A Case–Control Study in Fibromyalgia. Biological Research For Nursing, 20(5), 577-586. 

doi:10.1177/1099800418787672
13. Thorpe, J., Shum, B., Moore, R. A., Wiffen, P. J., & Gilron, I. (2018). Combination Pharmacotherapy for the Treatment of Fibromyalgia in Adults. The Cochrane database of systematic reviews, 2(2), CD010585. doi:10.1002/14651858.CD010585.-

pub2
14. Zhao, X., Wang, C., Cui, W. G., Ma, Q., & Zhou, W. H. (2015). Fisetin exerts antihyperalgesic effect in a mouse model of neuropathic pain: engagement of spinal serotonergic system. Scientific reports, 5, 9043. doi:10.1038/srep09043
15. Yu, et al. (2016). Comparison of 5-hydroxytryptophan signaling pathway characteristics in diarrhea-predominant irritable bowel syndrome and ulcerative colitis. World journal of gastroenterology, 22(12), 3451–3459. doi:10.3748/w-

jg.v22.i12.3451
16. Keszthelyi, et al. (2014). Serotonergic reinforcement of intestinal barrier function is impaired in irritable bowel syndrome. Alimentary Pharmacology and Therapeutics, 40(4), 392-402. doi: 10.1111/apt.12842


