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APPLICATIONS
• Sleep Support
• Immune Support
• Antioxidant Support

MELATONIN

INTRODUCTION
Endogenous melatonin has many important functions in the body. Its biological 
roles can be receptor-dependent, such as sleep maintenance and circadian rhythm 
support, or receptor-independent, such as antioxidant support.1 While melatonin is 
best known as a product of the pineal gland, it can be produced by other areas in 
the body as well, including the retina and gastrointestinal tract.2
Melatonin can be found in animal foods such as eggs and fish, as well as in plant foods 
such as nuts, germinated seeds and legumes, mushrooms, and fruits.3,4,5,6 Studies 
have shown that melatonin is well-absorbed from dietary sources.*7 Supplemental 
melatonin may assist the body’s natural processes that support healthy sleep, 
maintain healthy immunity, and support normal antioxidant function.*
Melatonin is made at our U.S. manufacturing facility using a specialized proprietary 
process in which we solvate synthetic melatonin powder into a water/ethanol 
blend. While melatonin supplements are available from both animal and synthetic 
sources, we use synthetic melatonin to avoid the potential risk of zoonotic 
infection. Because Melatonin is made in our own facility, we control all aspects of 
quality, including stringent ID testing, microbial testing, and heavy metal testing. 
NutraMedix rigorously follows current good manufacturing practices (cGMP), as 
do our suppliers.

SLEEP SUPPORT
Endogenous melatonin is a neuroendocrine hormone produced by the pineal gland 
that helps to regulate the 24-hour circadian rhythm.* In the body, tryptophan is 
converted to 5-hydroxytryptophan, then to serotonin, then to N-acetylserotonin, 
and finally to melatonin.3 Melatonin secretion is controlled by retinal ganglion cells 
that receive light and dark cues from the environment and convey this information 

to the suprachiasmatic nucleus (SCN) in the hypothalamus. The SCN, in turn, 
triggers melatonin release from the pineal gland which regulates the sleep-wake 
cycle.1
While melatonin is continually produced, blood levels are higher in the evening 
to help prepare for sleep.8 Daytime light helps to suppress melatonin secretion, 
promoting alertness. Soon after sunset, melatonin levels begin to rise in preparation 
for sleep. It should be noted that normal melatonin secretion may be delayed by 
external cues such as blue light from screens too close to bedtime.8 Melatonin levels 
also decrease with age, particularly after the age of 60.9
Exogenous melatonin may be helpful to support and maintain a normal circadian 
rhythm.* It may also help to support normal, healthy sleep as appropriate for shift 
work or a given time zone.*10 A meta-analysis of 17 studies involving 284 participants 
concluded that supplemental melatonin may help to support healthy sleep latency, 
maintain normal sleep efficiency, and support healthy sleep duration.*11 In addition, 
it may help to maintain a normal percentage of REM sleep and maintain melatonin 
levels already within the normal range.*12,13

IMMUNE SUPPORT
Melatonin may help to support normal cytokine production.* In vitro studies have 
shown that melatonin may help to support Th1 cells and cytokines such as IL-2 and 
interferon-gamma already within the normal range.* It may also help to support 
healthy monocyte function and normal IL-6 production, already within the normal 
range.*14 In innate immunity, melatonin may help to maintain levels of natural killer 
(NK) cells already within the normal range.*14 In adaptive immunity, melatonin  may 
help to maintain CD69 from CD4+ helper T cells already within the normal range.*14

Leukocytes both produce and respond to melatonin.*2,15,16 Endogenous melatonin 
interacts with calmodulin in the cytosol; with nuclear binding receptors in 
monocytes and lymphocytes; and with MT1 and MT2 G-protein coupled receptors 
in cell membranes; all of which help to regulate a healthy immune response.*17,18  
Supplemental melatonin may help to maintain normal immune homeostasis.*15 In 
addition, melatonin may help with healthy inflammatory response support.*15

As melatonin levels decrease with age, there are repercussions for both innate 
immunity and adaptive immunity, including humoral and cellular immunity.18 This 
leads to a suboptimal immune response, particularly of NK cells, interferon-gamma, 
and associated cytokines and chemokines.18 For these reasons, it may be prudent to 
consider supplemental melatonin for healthy immune support, particularly in older 
individuals.*

OTHER USES
Antioxidant Support
Endogenous melatonin and its metabolites help to support antioxidant activity 
for both reactive oxygen species (ROS) and reactive nitrogen species (RNS).*17,19  
Melatonin may help to support normal free radical scavenging, maintain levels of 
antioxidant and prooxidant enzymes already within the normal range, and support 
mitochondrial function.*17 Antioxidant support is attributed to various mechanisms, 
from interactions between melatonin and calmodulin to the support of endogenous 
antioxidant enzymes such as superoxide dismutase (SOD), catalase (CAT) and 
glutathione peroxidase (GPx).*17,20 
Melatonin also supports normal non-enzymatic antioxidant activity.*20 In the 
mitochondria, melatonin helps to stabilize the inner membrane and supports 
normal functioning of the electron transport chain, which helps to maintain normal 
ATP production.*17 It also helps to maintain intracellular glutathione levels already 
within the normal range.*18 Melatonin supports antioxidant activity in both lipophilic 
and lipophobic environments and is widely distributed to tissues and cells, including 
cell membranes, cytosol, and cellular organelles.*20 Some researchers have found 
melatonin’s antioxidant support to be more robust than that of vitamin E.*21 

SAFETY AND CAUTIONS
Melatonin is generally well tolerated when used as recommended. The most 
common side effects are drowsiness, dizziness, nausea, and headache. Melatonin 
has been used in doses up to 10 mg daily for 2 months and in doses up to 8 mg 



 PROFESSIONAL USE ONLY

REFERENCES
1  Blasiak, J., Reiter, R. J., & Kaarniranta, K. (2016). Oxidative Medicine and Cellular Longevity, 2016, 6819736.
2  Reiter, R. J., Tan, D. X., et al. (2000). Journal of Biomedical Science, 7(6), 444–458.
3  Meng, X., Li, Y., et al. (2017). Nutrients, 9(4), 367.
4  Iriti, M., & Varoni, E. M. (2016). LWT - Food Science and Technology, 65, 758–761.
5  Reiter, R. J., & Tan, D. X. (2002). Annals of the New York Academy of Sciences, 957, 341–344.
6  Salehi, B., Sharopov, F., et al. (2019). Cells, 8(7), 681.
7  Sae-Teaw, M., Johns, J., et al. (2013). Journal of Pineal Research, 55(1), 58–64.
8  Wahl, S., Engelhardt, M., et al. (2019). Journal of Biophotonics, 12(12), e201900102.
9  Bondy, S. C., & Campbell, A. (2020). Current Aging Science, 13(2), 92–101.
10 Arendt, J., & Skene, D. J. (2005). Sleep Medicine reviews, 9(1), 25–39.
11 Brzezinski, A., Vangel, M. G., et al. (2005). Sleep Medicine Reviews, 9(1), 41–50.
12 Xu, H., Zhang, C., et al. (2020). Sleep Medicine, 76, 113–119.
13 Kunz, D., & Mahlberg, R. (2010). Journal of Sleep Research, 19(4), 591–596.
14 Garcia-Mauriño, S., Gonzalez-Haba, M. G., et al. (1997). Journal of Immunology (Baltimore, Md.: 1950), 159(2), 574–581. 
15 Carrillo-Vico, A., Lardone, P. J., et al. (2013). International Journal of Molecular Sciences, 14(4), 8638–8683.
16 Radogna, F., Diederich, M., & Ghibelli, L. (2010). Biochemical Pharmacology, 80(12), 1844–1852.
17 Zhang, H. M., & Zhang, Y. (2014). Journal of Pineal Research, 57(2), 131–146.
18 Srinivasan, V., Maestroni, G. J., et al. (2005). Immunity & Ageing, 2, 17.
19 Reiter R. J. (1998). Progress in Neurobiology, 56(3), 359–384.
20 Tomás-Zapico, C., & Coto-Montes, A. (2005). Journal of Pineal Research, 39(2), 99–104.
21 Jou, M. J., Peng, T. I., et al. (2004). Journal of Pineal Research, 37(1), 55–70.
22 Natural Medicines. (2021, December 4). Melatonin [monograph]. http://naturalmedicines.therapeuticresearch.com
23 Wakatsuki, A., Okatani, Y., et al. (2001). Maturitas, 38(2), 171–177.
24 Gonçalves, A. L., Martini Ferreira, A., et al. (2016). Journal of Neurology, Neurosurgery, and Psychiatry, 87(10), 1127–1132.
25 Guénolé, F., Godbout, R., et al. (2011). Sleep Medicine Reviews, 15(6), 379–387.
26 Lui, M., Chow, H., et al. (2019). Journal of Aging and Physical Activity, 1–6.
27 van Geijlswijk, I. M., Korzilius, H. P., & Smits, M. G. (2010). Sleep, 33(12), 1605–1614.
28 Carman, J. S., Post, R. M., et al. (1976). The American Journal of Psychiatry, 133(10), 1181–1186.
29 Foster, B. C., Cvijovic, K., et al. (2015). Journal of Pharmacy & Pharmaceutical sciences: A publication of the Canadian Society for Pharmaceutical Sciences, Societe Canadienne des Sciences Pharmaceutiques, 18(2), 124–131.
30 Stewart L. S. (2001). The International Journal of Neuroscience, 107(1-2), 77–85.
31 Lissoni, P., Barni, S., et al. (1999). European Journal of Cancer (Oxford, England: 1990), 35(12), 1688–1692.
32 Lusardi, P., Piazza, E., & Fogari, R. (2000). British Journal of Clinical Pharmacology, 49(5), 423–427.
33 Kitajima, T., Kanbayashi, T., et al. (2001). Psychiatry and Clinical Neurosciences, 55(3), 299–300.
34 Wright, K. P., Myers, B. L., et al. (2000). Brain Research, 873(2), 310–317.

Lo
t #

Ex
p.

Dietary Supplement
1 fl oz. (30mL)

V0
00

00
0

Jupiter, Florida 33458 USA
www.nutramedix.com
561-745-2917

SHAKE WELL BEFORE EACH USE:
Put 5 to 30 drops under the tongue and 
swallow at bedtime as needed. Repeat 
during the night as needed or as directed 
by your physician. Do not use if pregnant 
or nursing. Stop use if adverse reactions 
develop. Keep out of reach of children.
†These statements have not been 
evaluated by the Food and Drug 
Administration. This product is not 
intended to diagnose, treat, cure or 
prevent any disease.
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Supplement Facts
Serving Size 30 drops
Servings Per Container 20

Other ingredients: water, 
ethanol (20-24%)

Amount Per Serving
Melatonin liquid

*Daily Value not established

1.5 mL*

daily for 6 months.22 Serious side effects are rare. One study in postmenopausal women taking 6 mg daily for 2 weeks found that melatonin may increase levels of VLDL 
and triglycerides.23 At 3 mg per day, some study participants developed a rash, though at the same rate as placebo.22 Melatonin may cause gastrointestinal effects such as 
nausea and abdominal cramps, though generally at the same rate as placebo and usually with prompt resolution.22,24,25 In healthy adults between the ages of 60-71 years 
given a single dose of 3 mg melatonin, participants experienced increased postural swaying which could theoretically increase the risk of falls.26 Cognitive function in older 
adults, however, is not affected.26 Melatonin may cause a temporary dip in mood, and may worsen depression in those diagnosed.27,28 Reports are mixed as to whether 
melatonin may decrease or increase the risk of seizures.22

Melatonin may have additive effects with anticoagulant, antiplatelet, hypoglycemic, and CNS depressant drugs.22,29 It may decrease the effects of anticonvulsants,30  
immunosuppressants,31 and extended-release nifedipine.32 Theoretically, melatonin may have additive effects with antihypertensive drugs,33 though it may also decrease 
the effects.32 Oral contraceptive drugs may increase the adverse effects of melatonin due to the alteration of endogenous melatonin.34 CYP1A2 and CYP2C19 substrates may 
increase levels of melatonin, and melatonin may increase levels of these substrates.22 There is insufficient safety data available in pregnancy and lactation, thus melatonin 
should be avoided in these states. Those using melatonin should be advised to avoid driving for 4-5 hours after consumption, as it may cause daytime drowsiness.22

Safety not documented in breastfeeding or pregnant women, or in children under 3 years of age due to insufficient safety research.
* This statement has not been evaluated by the Food and Drug Administration. This product is not intended to treat, cure, or prevent any diseases.


