MELATONIN

Scheduling status

S0

Proprietary name and dosage form

Melatonin-SR slow-release tablets

Composition

Each slow-release tablet contains:
Melatonin 3mg

Sugar free.

Pharmacological classification

A.32.16 Others – Complementary Medicine

Pharmacological action

Melatonin is a peptide synthesised endogenously in the pineal gland, collected by the venous capillary system, then secreted into the cerebrospinal fluid and the venous systemic circulation. It is produced from tryptophan, which is converted to 5-hydroxytryptophan, then to serotonin, then to N-acetylserotonin, and finally to melatonin.  Melatonin is also found in the Feverfew plant (Tanacetum parthenium). In the brain, melatonin appears to increase the binding of gamma-aminobenzoic acid (GABA) to its receptors by affecting membrane characteristics, not by increasing the number of receptors. Melatonin may decrease neurotransmission by a direct effect on nerve cells.
Melatonin's primary role seems to be regulation of the body's circadian rhythm, endocrine secretions, and sleep patterns. Melatonin production is influenced by day/night cycles. Light inhibits melatonin secretion and darkness stimulates secretion. For example, people who suffer from an insufficient amount of environmental light often have decreased endogenous melatonin secretion. Endogenous melatonin is involved in several other functions including growth hormone secretion and sexual maturation pain control, balance, and sexual activity. However, it does not appear to directly affect heart function or blood pressure. Excretion of melatonin is similar in males and females. Some research suggests that meditation techniques might increase endogenous melatonin concentrations. Melatonin release peaks between one to three years of age. Nocturnal serum melatonin levels naturally decline with increasing pubertal stages. Melatonin suppression by light is not affected by age. However, there is good evidence that melatonin levels can be abnormally low in certain conditions or disease states. For example, infants with low melatonin production are more likely to experience a life-threatening event (ALTE). Insomniacs of all ages can also have decreased melatonin levels. Patients with sleep disorders related to other conditions, such as fibromyalgia and depression, can also have low levels. Recent information also shows that music therapy can improve endogenous serum melatonin levels in patients with Alzheimer's disease, possibly a contributing factor to patients' relaxed and calm mood. In other conditions, melatonin's response to light can be altered. For example, in patients with bipolar I disorder, melatonin response to light appears to be abnormal, but is not affected in less severe bipolar II disorder or unipolar depression.
When exogenous melatonin is administered, it has a rapid, transient, and mild sleep-inducing effect. Orally administered melatonin has the ability to shift the circadian rhythm. Taking melatonin can delay the rhythm when given in the morning and advance the rhythm when administered in the evening. It can lower alertness, body temperature, blood pressure, and performance for three to four hours after oral administration. However, there is not usually a "hangover" effect the following day. People with jet lag and insomnia use melatonin primarily for its effects on circadian rhythm.
People use melatonin for cluster headache due to its effects on body temperature. Those with cluster headache seem to have a rise in body heat, and melatonin can lower core body temperature. However, there is no clear relationship between pain perception and urinary concentrations of melatonin metabolites.
Melatonin has been tried for idiopathic stabbing headache due to its structural similarity to indomethacin, one of the few effective treatments for this condition. The mechanism of action for both melatonin and indomethacin for idiopathic stabbing headache is unknown.
Some research suggests that melatonin production might be altered in people with migraine. The production of melatonin is increased in patients with uncontrolled epilepsy. This observation may be explained in two contradictory ways. The brain may be attempting to reduce epileptic nerve transmissions by increasing the concentration of melatonin. In contrast, it may be that melatonin has proconvulsant activity. Concentrations of melatonin are increased at night and there is also an increased incidence of seizures during the night. It is thought that melatonin might increase seizure activity by affecting the activity of dopamine in the brain. However, many people with seizures have low endogenous melatonin levels, which increase after a seizure occurs. This suggests that melatonin levels increase to compensate for the increased nerve activity that occurs during a seizure. In addition, some anticonvulsant medications increase concentrations of endogenous melatonin, and exogenous melatonin may be used to treat some types of epilepsy. Until more is known about the potential for melatonin to increase seizure activity, it should be avoided in people with seizure disorders.
Melatonin is a potent antioxidant. It is thought to be 6-10 times more active than vitamin E as an antioxidant. It may act as an oxygen free radical scavenger and by preventing several enzymatic reactions that generate reactive oxygen species (ROS). The antioxidant activity of melatonin may be useful in preventing oxidative injury in shock, inflammation, and reperfusion damage following coronary revascularization procedures.
There is a lot of interest in using melatonin for patients with cancer. This area of research started due to the "Melatonin Hypothesis" which suggests that people with decreased pineal gland function are at an increased risk for developing cancer. Some researchers predicted that increased exposure to light would lower melatonin production and increase risk for some cancers. Population studies have in fact found that blind patients and people living in arctic regions have relatively lower rates of breast cancer. There is also evidence that patients with advanced cancer have pineal gland hypofunction and low melatonin levels. Researchers now think supplemental melatonin might help prevent and treat certain cancers due to several pharmacological effects including antioxidant, immunomodulatory, and oncostatic effects. Cancer prevention may be the result of reduced cell proliferation, reduced cellular transformation, and DNA synthesis changes. Melatonin seems to have very potent antioxidant effects. It might reduce chemotherapy toxicity by scavenging free radicals produced by treatment. Preliminary data suggest that melatonin may decrease oxidative renal damage caused by cisplatin. Melatonin seems to also affect immune function by activating monocytes and increasing interleukin 2 (IL-2) activity. It appears to enhance IL-2-induced lymphocytosis. Melatonin might improve survival in patients with cancer by preventing the immunosuppression caused by chemotherapy. It may also help prevent thrombocytopenia associated with cancer chemotherapy by preventing chemotherapy-induced apoptosis of bone marrow cells, and acting synergistically with cytokines to stimulate platelet generation. Other pineal hormones, such as 5-methoxytryptamine, may also contribute to the thrombopoietic effects of melatonin. Melatonin also seems to have oncostatic effects. Melatonin slows growth of breast cancer cells in vitro and inhibits melanoma cell growth in vitro and in animal models. Researchers think it has direct oncostatic effects, possibly by controlling oncogene expression and inducing cancer cell apoptosis. Melatonin can also affect hormones that influence cancer cell growth. For example, it seems to reduce levels of insulin-like growth factor 1 (IGF-1) and prolactin (PRL), which have a role in breast cancer and prostate cell proliferation. In breast cancer cells, melatonin seems to reduce the number and activity of estrogen receptors.
Melatonin has a variety of other effects. Melatonin is thought to be 6-10 times more effective than vitamin E as an antioxidant. Some researchers are interested in using melatonin for tardive dyskinesia (TD). Melatonin is theorized to work in TD due to a potential antioxidant effect on dopaminergic neurons. There is also some evidence that patients with TD have pineal gland calcification and low endogenous melatonin levels.
Animal research suggests melatonin may reduce the volume of cerebral infarction when used within 2 hours of stroke onset.
In addition to the pineal gland, melatonin is also produced endogenously in the gut. Melatonin is involved in regulation of gastrointestinal motility. Melatonin is thought to be potentially beneficial for irritable bowel syndrome (IBS) by decreasing gut visceral hypersensitivity. Some evidence suggests that melatonin decreases the rectal pain threshold in IBS patients when measured by rectal manometry.
Melatonin seems to promote osteoblast differentiation and matrix mineralization in bone. There is preliminary evidence that very high melatonin doses plus norethisterone can have additive or synergistic effects on inhibiting ovarian function in women and possibly act as a contraceptive.
There is also interest in using melatonin for menopausal symptoms. Melatonin seems to reverse or reduce menopause related changes in thyroid hormone, luteinizing hormone (LH), and follicle stimulating hormone (FSH) in menopausal women. However, it does not significantly alter catecholamine levels or cardiovascular responses in postmenopausal women.
In vitro evidence suggests that melatonin may inhibit the biochemical processes involved with the development of myeloid plaques found in the brains of patients with Alzheimer's disease. The clinical significance of these findings is not established. There is some interest in melatonin for its antimicrobial effects. Preliminary evidence shows that melatonin alone or in combination with isoniazid (INH) is active against some Mycobacterium species.
Some people use melatonin for improving sexual performance. In animal models, melatonin has dose dependent effects on sexual function. Repeated high doses seem to decrease sexual behavior. However, a single low dose of melatonin does seem to increase sexual behaviour.
Exogenous melatonin undergoes extensive and rapid first-pass metabolism. After a typical oral dosage, an average of 30-60 % of the melatonin is rapidly metabolized by this first pass effect. It is first hydroxylated and then undergoes sulphate conjugation. There is also some evidence that cytochrome P450 1A2 and 2C19 catalyze melatonin hydroxylation.
Orally, melatonin has an absolute bioavailability of 15% for doses of 2 and 4 mg. Half-life is about 30-60 minutes in humans. 
The timing of melatonin administration is important for best therapeutic effect. For jet lag and insomnia, evening doses are best because melatonin has the ability to advance the circadian rhythm. For cancer, researchers theorize that evening doses are best because melatonin might have the greatest activity in the evening. In otherwise healthy people, melatonin given at bedtime doesn't seem to affect nocturnal sleep. When given in the early evening (presumably in the absence of endogenous melatonin), it appears to be similar to temazepam in hypnotic effect.
Indications

	

	

	


Circadian rhythm sleep disorders. Taking melatonin orally helps improve circadian rhythm sleep disorders in blind children and adults. Melatonin has FDA orphan drug status for this indication.
Sleep-wake cycle disturbances. Taking melatonin orally is helpful for sleep-wake cycle disturbances in children and adolescents with mental retardation, autism, and other central nervous system disorders. Melatonin also appears to improve the time to fall asleep in children with developmental disabilities, including cerebral palsy, autism, and mental retardation. Melatonin treatment seems to subjectively improve secondary insomnia associated with various sleep-wake cycle disturbances.
Benzodiazepine withdrawal. Taking melatonin orally seems to be beneficial for facilitating benzodiazepine withdrawal in elderly people with insomnia. This benefit has only been demonstrated with a slow-release formulation of melatonin.
Cluster headache. Taking melatonin orally 10 mg every evening might reduce the frequency of episodic cluster headaches. However, 2 mg at bedtime doesn't seem to be effective.
Delayed sleep phase syndrome (DSPS). Taking melatonin orally seems to improve insomnia and other quality of life factors such as mental health, vitality, and bodily pain in young adults with DSPS.
Insomnia. For primary insomnia, short-term melatonin treatment appears to modestly reduce the time it takes to fall asleep (sleep latency). Melatonin does not appear to significantly improve sleep efficiency. Despite lack of objective improvements, some patients report minor improvement in subjective feelings of sleep quality. 
Some evidence suggests that melatonin might be most beneficial for insomnia in elderly patients who could be melatonin deficient compared to younger adults or children.
Slow-release melatonin (Melatonin-SR) preparations might to be better for improving sleep maintenance, and quick-release preparations (Melatonin-QR) might to be more beneficial for decreasing sleep latency.
In children with insomnia due to delayed onset of sleep, melatonin seems to shorten the time that it takes to fall asleep and increase the duration of sleep. 
There is contradictory evidence about the effectiveness of melatonin for secondary insomnia. Some evidence suggests that melatonin improves secondary insomnia related to depression, schizophrenia, Alzheimer's disease, hospitalisation, and insomnia termed "ICU syndrome" referring to sleep disturbances while in the intensive care unit. However, a pooled analysis of studies of melatonin for secondary insomnia suggest that it might not be effective for decreasing the time it takes to fall asleep (sleep latency). But it might modestly increase sleep efficiency.
Jet lag. The majority of evidence shows that melatonin can modestly improve certain symptoms of jet lag such as alertness and psychomotor performance. Melatonin also seems to improve, to a lesser extent, other jet lag symptoms such as daytime sleepiness and fatigue; however, melatonin might not be effective for decreasing the time to fall asleep (sleep latency) or sleep efficiency in patients with jet lag.
Doses between 0.5 mg and 5 mg appear to be equally effective, but higher doses seem to produce a greater hypnotic effect. Travellers travelling eastward through five or more time zones may find 2-3 mg of melatonin useful when taken at local bedtime on the day of arrival and for 2 to 5 nights thereafter. Taking melatonin in advance of travel doesn't help prevent jet lag. The usefulness of melatonin for westward travel or over fewer time zones is less clear.
Nicotine withdrawal. A single oral dose of melatonin 0.3 mg 3.5 hours after nicotine withdrawal in smokers seems to reduce subjective symptoms of anxiety, restlessness, irritability, depression, and cigarette craving over the next 10 hours.
Preoperative anxiety and sedation. Melatonin used sublingually seems to help reduce preoperative anxiety and improve sedation. Sublingual melatonin in doses of 0.05, 0.1, or 0.2 mg per kilogram appears to be as effective as comparable doses of midazolam as a preanesthetic agent. In some cases, melatonin might be preferable to midazolam because melatonin doesn't seem to cause anterograde amnesia or impair cognitive and psychomotor skills.
Prostate cancer. Taking melatonin orally, in combination with the luteinizing hormone-releasing hormone (LHRH) analogue triptorelin, might be beneficial for metastatic prostate cancer. There is evidence that 20 mg of oral melatonin used daily in combination with 37.5 mg of intramuscular triptorelin injected every 28 days can significantly decrease levels of prostate-specific antigen (PSA) and growth factors for prostate cancer, prolactin (PRL), and insulin-like growth factor-1 (IGF-1).
Solid tumors. There is some evidence that taking combined high-dose melatonin with conventional chemotherapy or with interleukin-2 (IL-2) might improve tumor regression rate in patients with breast cancer, lung cancer, kidney cancer, liver cancer, pancreatic cancer, stomach cancer, or colon cancer. Melatonin plus chemotherapy in patients with metastatic solid tumors seems to increase regression rate and one-year survival rate by approximately 50% compared to chemotherapy alone. The addition of melatonin also seems to help reduce chemotherapy toxicities, including hematologic complications, cachexia, asthenia, and neuropathy. There is also some preliminary evidence that melatonin alone, orally or intramuscularly, might improve stabilization rate and possibly one-year survival rate in patients with resistant or untreatable lung neoplasms, liver neoplasms, pancreas neoplasms, colon neoplasms, breast neoplasms, and brain neoplasms.
Sunburn. Applying melatonin topically seems to prevent erythema (sunburn) from ultraviolet (UV) light exposure. When applied prior to UV light exposure, melatonin seems to significantly decrease erythema. In one study, topically applied vitamin E in combination with vitamin C and melatonin, provided modest photoprotective effect when used prior to UV exposure, but had no effect when used during or after UV exposure.
Tardive dyskinesia. Taking melatonin orally 10 mg daily seems to decrease symptoms by 24-30% in some patients with TD after six weeks of treatment.
Thrombocytopenia. There is some evidence that taking melatonin orally can improve thrombocytopenia associated with cancer, cancer treatment, and other disorders. There is also some evidence melatonin can prevent thrombocytopenia induced by chemotherapy or interleukin-2 (IL-2).
Attention deficit-hyperactivity disorder (ADHD). Preliminary clinical research suggests melatonin might improve insomnia in children with ADHD who are taking stimulants; however, improved sleep related to melatonin treatment does not seem to result in decrease symptoms of ADHD. 
Beta-blocker-induced insomnia. Beta-blockers such as atenolol and propranolol seem to decrease endogenous melatonin levels. This might result in insomnia as a side effect. There is preliminary evidence that taking a melatonin supplement might decrease the insomnia caused by beta-blockers.
Chronic fatigue syndrome (CFS). Many patients with chronic fatigue syndrome have circadian rhythm disturbances. Some preliminary evidence suggests that taking melatonin 5 mg in the evening for 12 weeks might improve some measures of fatigue, concentration, motivation, and activity. But other preliminary evidence suggests that taking melatonin orally 5 mg every evening for 12 weeks does not significantly improve CFS symptoms. These studies used different methods for assessing symptoms, which might explain the different findings.
Fibromyalgia. Melatonin may decrease the severity of pain and the number of painful joints in people with fibromyalgia.
Irritable bowel syndrome (IBS). Preliminary evidence suggests that taking melatonin can improve symptoms of IBS. In patients with irritable bowel syndrome who also have poor sleep, taking melatonin 3 mg at bedtime for 2 weeks decreased symptoms of IBS-related abdominal pain and increased the rectal pain threshold. But taking melatonin did not influence stool frequency or consistency, bloating, mood, sleep, or overall quality of life. In another study, IBS patients who took melatonin 3 mg at bedtime for 8 weeks had decreased severity and frequency of pain; decreased bloating; improved bowel habits; decreased extracolonic symptoms such as headache, heartburn and nausea; and overall improved quality of life.
Menopausal symptoms. Preliminary clinical research suggests that taking melatonin orally is ineffective for relieving menopausal symptoms. Melatonin in combination with soy isoflavones might help psychological symptoms associated with menopause.
Migraine headache. There is preliminary evidence that patients with episodic migraine headache who take melatonin prophylactically, 3 mg every evening before bed, have significantly reduced migraine frequency, decreased migraine intensity, and decreased migraine duration. Some research suggests that melatonin production might be altered in people with migraine.
Seizures. There is some evidence that melatonin 3 mg at bedtime may reduce the frequency and duration of both nocturnal and daytime seizures in children with epilepsy. It should be used cautiously, because melatonin may increase the frequency of seizures in some patients.
Stabbing headache. Case reports suggest that melatonin 3 to 12 mg per day may prevent idiopathic stabbing headache.
More evidence is needed to rate melatonin for these uses.
Contra-indications

Melatonin-SR is contra-indicated during pregnancy and lactation. It should also not be used by women wanting to fall pregnant. Do not use Melatonin-SR if you have a hypersensitivity to melatonin. 
Warnings

Use in children: Melatonin has been used with apparent safety in short-term clinical trials in a small number of children. However, there is theoretical concern that melatonin supplementation has the potential to adversely affect children. Young people up to the age of 20 years produce melatonin endogenously in high levels. Melatonin levels are inversely related to gonadal development. Although not reported or observed clinically -theoretically, exogenously administered melatonin might adversely affect gonadal development; use with caution.
Interactions

Interactions with medicines:

ANTICOAGULANT/ANTIPLATELET MEDICINES

Interaction Rating = Moderate. Be cautious with this combination.

Severity = High • Occurrence = Possible.
There are isolated case reports of minor bleeding and decreased prothrombin activity in people taking melatonin with warfarin. The mechanism, if any, of this interaction is unknown. Theoretically, melatonin might increase the effect of anticoagulant or antiplatelet medicines. Some medicines with anticoagulant or antiplatelet effects include aspirin, clopidogrel, nonsteroidal anti-inflammatory medicines (NSAIDs) such as diclofenac, ibuprofen, naproxen, dalteparin, enoxaparin, heparin, and others.

ANTIDIABETES MEDICINES 
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable.

Melatonin might impair glucose utilization and increase insulin resistance. Although the clinical significance is not known, melatonin may theoretically decrease the ability of hypoglycemic medicines to reduce blood glucose. Hypoglycemic medicines include insulin, glyburide, glipizide, chlorpropamide, and tolbutamide.

BENZODIAZEPINES
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Possible. 

Theoretically, chronic benzodiazepine administration might decrease endogenous melatonin levels.

CAFFEINE
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable.

Caffeine consumption can decrease endogenous melatonin levels. Theoretically, caffeine use may decrease the effectiveness of oral melatonin.

CNS DEPRESSANTS
Interaction Rating = Major. Do not use this combination.

Severity = High • Occurrence = Probable.  

Theoretically, concomitant use of melatonin with alcohol, benzodiazepines, or other sedative medicines might cause additive sedation.

CONTRACEPTIVE MEDICINES
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable. 

Contraceptive medicines can increase the levels of endogenous melatonin. Theoretically, it may increase the effects and adverse effects of oral melatonin use.

FLUMAZENIL
Interaction Rating = Minor. Be watchful with this combination.

Severity = Mild • Occurrence = Possible.  

Preliminary evidence suggests that flumazenil may inhibit the effect of melatonin.

FLUVOXAMINE
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable. 

Fluvoxamine can significantly increase melatonin levels. In some cases, fluvoxamine might increase bioavailability of exogenously administered melatonin by up to 20 times. Some researchers think this might be a beneficial interaction and be potentially useful for cases of refractory insomnia. However, this interaction might also cause unwanted excessive drowsiness and possibly other adverse effects. Fluvoxamine is known to increase endogenous melatonin secretion. It seems to increase serum levels of exogenously administered melatonin possibly by decreasing melatonin metabolism by inhibiting cytochrome P450 (CYP450) 1A2 and 2C19 or by inhibiting melatonin elimination. This effect has been found in healthy people taking fluvoxamine 50-75 mg and melatonin 5 mg.

IMMUNOSUPPRESSANTS 
Interaction Rating = Moderate. Be cautious with this combination.

Severity = High • Occurrence = Possible.  

Melatonin can stimulate immune function and might interfere with immunosuppressive therapy; avoid using. Immunosuppressant medicines include azathioprine, basiliximab, cyclosporine, daclizumab, muromonab-CD3, mycophenolate, tacrolimus, sirolimus, prednisone, hydrocortisone and other corticosteroids (glucocorticoids).

NIFEDIPINE 
Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable. 

Melatonin can decrease the effectiveness of nifedipine. Immediate-release melatonin 5 mg at night in combination with nifedipine 30-60 mg daily increases systolic blood pressure an average of 6.5 mmHg and diastolic by an average of 4.9 mmHg. Concomitant use with melatonin also increases heart rate by 3.9 bpm. The mechanism of this interaction is not known.

VERAPAMIL 

Interaction Rating = Moderate. Be cautious with this combination.

Severity = Moderate • Occurrence = Probable. 

Concomitant use can increase melatonin excretion.

Interactions with herbs and supplements:

HERBS WITH ANTICOAGULANT/ANTI-PLATELET POTENTIAL
Theoretically, melatonin might increase the effect of herbs that have antiplatelet/anticoagulant constituents and might theoretically increase the risk of bleeding in some people. These herbs include angelica, clove, danshen, garlic, ginger, ginkgo, Panax ginseng, red clover, willow, and others.
HERBS/SUPPLEMENTS WITH SEDATIVE PROPERTIES: Theoretically, concomitant use with herbs that have sedative properties might enhance therapeutic and adverse effects. Some of these supplements include 5-HTP, calamus, California poppy, catnip, hops, Jamaican dogwood, kava, St. John's wort, skullcap, valerian, yerba mansa, and others.
Interactions with food:

None known.

Interactions with laboratory tests:

BLOOD PRESSURE: Melatonin can increase blood pressure in patients treated with antihypertensive medications. Immediate-release melatonin 5 mg at night in combination with nifedipine increases systolic blood pressure an average of 6.5 mmHg and diastolic by an average of 4.9 mmHg.
HEART RATE: Melatonin in combination with antihypertensive medications can increase heart rate. Immediate-release melatonin 5 mg at night in combination with nifedipine increases heart rate by an average of 3.9 bpm.
HUMAN GROWTH HORMONE: Melatonin supplementation can increase human growth hormone serum levels and test results.
LUTEINIZING HORMONE: Melatonin supplementation can decrease serum luteinizing hormone levels and test results.
OXYTOCIN: Melatonin can produce dose-dependent changes in plasma oxytocin concentrations and test results. A 500 mcg melatonin dose increases oxytocin levels; a 5 mg melatonin dose reduces oxytocin levels.
VASOPRESSIN: Melatonin can produce dose-dependent changes in plasma vasopressin concentrations and test results. A 500 mcg melatonin dose increases vasopressin levels; a 5 mg melatonin dose reduces vasopressin levels.
Interactions with diseases or conditions:

CANCER: Melatonin can decrease the incidence of cytokine (interleukin II and tumor necrosis factor) induced hypotension in cancer patients.
DEPRESSION: Melatonin can worsen dysphoria in some people with depression.
DIABETES: Melatonin may decrease glucose utilization and increase insulin resistance. It may theoretically increase blood glucose concentrations in people with diabetes.
HYPERTENSION: Melatonin can worsen blood pressure in patients who are taking antihypertensive medications. Immediate-release melatonin 5 mg at night in combination with nifedipine increases systolic blood pressure an average of 6.5 mmHg, diastolic blood pressure by an average of 4.9 mmHg, and increases heart rate by 3.9 bpm. The mechanism of this interaction is not known.
SEIZURE DISORDERS: Exogenous melatonin may increase the incidence of seizures. Children with multiple neurological disorders, including seizure activity, might have an increase in seizure activity after treatment with oral melatonin for sleep disorders; use with caution.
Pregnancy and lactation

Avoid use during pregnancy and lactation. High doses might inhibit ovulation, causing a contraceptive effect. It is not known if lower doses cause this effect. Until more is known about the safety of melatonin, pregnant women and women wishing to become pregnant should avoid using melatonin at any dose.
Dosage and directions for use

For insomnia, a typical dose of 0.3-5 mg at bedtime has been used. In children with insomnia due to delayed sleep onset, melatonin 5 mg at 6:00 PM daily has been used. Melatonin 5 mg at 8:00 PM daily has been used to treat insomnia in children with developmental disorders, including cerebral palsy, autism, and mental retardation. Both immediate-release and sustained-release preparations have been used.
For jet lag, 0.5-5 mg at bedtime is commonly taken on the arrival day at the destination, continuing for 2-5 days. Low doses of 0.5-3 mg are often used to avoid the hypnotic properties of the higher 4-5 mg doses.
For tardive dyskinesia, 10 mg daily of a controlled-release formulation has been used. As adjunctive treatment for solid tumors, 10-50 mg in combination with radiotherapy, chemotherapy, or interleukin 2 (IL-2) has been used in clinical studies. Melatonin is typically started 7 days prior to start of chemotherapy and continued throughout full treatment course.
For irritable bowel syndrome (IBS), 3 mg at bedtime has been used.
For treatment of metastatic prostate cancer resistant to triptorelin used alone, 20 mg taken daily has been used in combination with 3.75 mg of triptorelin injected intramuscularly every 28 days.
For prevention and treatment of thrombocytopenia associated with cancer chemotherapy, a dose of 20 mg each evening has been used.
For benzodiazepine withdrawal in elderly people with insomnia, 2 mg of controlled-release melatonin taken at bedtime for 6 weeks (the benzodiazepine dosage is reduced 50% during the second week, 75% during weeks 3 and 4, and stopped during weeks 5 and 6) and continued up to 6 months, has been used.
For treatment of winter depression, 0.125 mg twice daily has been used.
For prevention of cluster headache, an evening dose of 10 mg has been used.
For preventing migraine headaches, 3 mg every evening before bed has been used.
For prevention of idiopathic stabbing headache, 3 to 12 mg at bedtime has been used.
As premedication for surgery in adults, 0.05 mg/kg sublingually has been used. 
For reducing the symptoms of acute nicotine withdrawal, 0.3 mg orally 3.5 hours after stopping smoking has been used.
For chronic fatigue syndrome (CFS), 5 mg in the evening has been used.
For attention deficit-hyperactivity disorder (ADHD)-related insomnia, 5 mg taken 20 minutes before bedtime has been used.
Side-effects and special precautions

Orally, melatonin is well-tolerated. The most common side effects include daytime drowsiness (20%) headache (7.8%), and dizziness (4%). But these don't seem to occur any more frequently than with placebo. Other side effects that have been reported include transient depressive symptoms, mild tremor, mild anxiety, abdominal cramps, irritability, reduced alertness, confusion, nausea, vomiting, and hypotension.
In perimenopausal women, melatonin has caused a resumption of spotting or menstrual flow.
People should not drive or use machinery for 4 to 5 hours after taking melatonin. Aircraft crew undergoing multiple time zone travel might experience further disruption in circadian rhythms. Melatonin has exacerbated dysphoria in depressed patients. Whether chronic administration of melatonin suppresses endogenous production of melatonin by the pineal gland is unknown.
Do not exceed recommended dosages.

Known symptoms of over dosage and particulars of its treatments

See “Side-effects and special precautions”.  Treatment is symptomatic and supportive.
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