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BEST SLEEP

Capsules

Composition:

Each capsule contains 5 mg of melatonin

Excipient: Cellusemicrocrystalline, povidone k 30, maltodextrin, magnesium stearate.

Pharmacodynamics' properties:

Pharmacotherapeutic group: Psycholeptics, melatonin receptor agonists

Melatonin is a hormone and antioxidant. Melatonin secreted by the pineal gland is

involved in the synchronisation ofcircadian rhythms to the diurnal light-dark cycle.

Melatonin secretion / plasma melatonin level increases shortly after theonset of

darkness, peaks around 02:00-04:00 hr and declines to the daytime nadir by dawn.

Peak melatonin secretion isalmost diametrically opposite peak daylight intensity, with

daylight being the primary stimulus for maintaining the circadian rhythmicity of melatonin

secretion.

Mechanism of action:

The pharmacological mechanism of action is melatonin is believed to be based on its

interaction with MT1-, MT2- and MT3 receptors, as these receptors (particularly MT1

and MT2) are involved in the regulation of sleep and circadianrhythms in general.

Pharmacokinetic properties:

-Absorption:
Orally administered melatonin is almost completely absorbed. Oral bioavailability is ~
15 %, owing to first-pass metabolism of ~ 85 %. A 3 mg dose of immediate- release
melatonin raises plasmamelatonin Cmax to ~ 3,400 pg/mL, which is ~ 60-times the
nocturnal (endogenous) plasma melatonin Cmax.
Data on the effect of intake of food at or around the time of intake of melatonin on its
pharmacokinetics are limited,though suggest that concomitant food intake may
increase absorption almost 2-fold. it is recommended that food is not consumed
approximately 2 h before and 2 h after intake of melatonin.

- Distribution:
The protein binding of melatonin is approximately 50-60 %. Melatonin primarily binds to
albumin, though also bindsalpha1-acid glycoprotein; binding to other plasma proteins
is limited. Melatonin rapidly distributes from the plasma intoand out of most tissues and
organ, and readily crosses the brain-blood barrier. Melatonin readily crosses the
placenta.

- Biotransformation:
Melatonin is mainly metabolised by the liver. Experimental data suggest that the
cytochrome P450 enzymes CYP1A1and CYP1A2 are primarily responsible for
melatonin metabolism, with CYP2C19 of minor importance. Melatonin isprimarily
metabolised to 6-hydroxymelatonin (constituting ~ 80-90 % of melatonin metabolites
recovered in the urine). N-acetylserotonin appears to be the primary minor metabolite
(constituting ~ 10 % of melatonin metabolites recovered inthe urine). Melatonin
metabolism s very rapid, with plasma 6-hydroxymelatonin level rising within minutes of
exogenousmelatonin entering the systemic circulation. 6-hydroxymelatonin
undergoes sulphate conjugation (~ 70 %) and glucuronide conjugation (~ 30 %) prior to
excretion.

- Elimination:
Plasma elimination half-life (T'%) is ~ 45 minutes (normal range ~ 30-60 minutes) in
healthy adults. Melatonin metabolite sare mainly eliminated by the urine, ~ 90 % as
sulphate and glucuronide conjugates of 6-hydroxymelatonin. Less than ~ 1% of a
melatonin dose is excreted unchanged in urine
Indications:
Short-term treatment of jet-lag in adults which can be recognized by sleep disturbances
and tiredness.

Contraindications:

Hypersensitivity to the active substance or to any of the excipients

Posology and method of administration:

-Posology:
The standard dose is 3 mg daily for a maximum of 5 days. The dose may be increased
to5mgor6 mg if the standard dose does not adequately alleviate symptoms. The dose
that adequately alleviates symptoms should be taken for the shortest period.
The firstdose should be taken on arrival at destination at the habitual bed-time.
Due to the potential for incorrectly timed intake of melatonin to have no effect, or to
cause an adverse effect, on re-synchronisation following jet-lag, Best sleep should not
be taken before 20:00 hr or after 04:00 hr atdestination.
Food can enhance the increase in plasma melatonin concentration. Intake of melatonin
withcarbohydrate-rich meals may impair blood glucose control for several hours. Itis
recommended thatfood is not consumed 2 h before and 2 h after intake of Best sleep.
As alcohol can impair sleep and potentially worsencertain symptoms of jet-lag (e.g.
headache, morning fatigue,concentration) it is recommended that alcohol is not
consumed when taking Best sleep.
Best sleep may be taken for a maximum of 16 treatment periods per year.

-Elderly:

As the pharmacokinetics of melatonin (immediate release) is comparable in young
adults and elderly persons in general,no specific dosage recommendations for elderly
persons are provided

Renal impairment:

There is only limited experience regarding the use of Best sleep in patients with renal
impairment. Best sleep is not recommendedfor patients with severe renal impairment.

- Hepaticimpairment:

There is no experience regarding the use of Best sleep in patients with hepatic
impairment. Limited dataindicate that plasma clearance of melatonin is significantly
reduced in patients with liver cirrhosis. Best sleep is not recommended in patients with
moderate or severe hepaticimpairment.

- Pediatric population:

The safety and efficacy of Best sleep in children and adolescents aged 0-18 years have
notbeenestablished.

warnings and precautions:

Melatonin may cause drowsiness. Best sleep should be used with caution if the effects

of drowsiness arelikely to be associated with a risk to patient safety.

Melatonin may increase seizure frequency in patients experiencing seizures (e.g.

epileptic patients). Patients sufferingfrom seizures must be informed about this

possibility before using Best sleep. Melatonin may promote orincrease the incidence of
seizures in children and adolescents with multiple neurological defects.

Occasional case reports have described exacerbation of an autoimmune disease in

patients taking melatonin. There areno data regarding use of Best sleep in patients with

autoimmune diseases. Best sleep is notrecommended in patients with autoimmune
diseases.

Limited data suggest that melatonin taken in close proximity to ingestion of

carbohydrate-rich meals may impair blood glucose control for several hours. Best sleep

should be taken at least 2 hours before and at least 2 hours after a meal; ideally at least 3

hours after meal by persons with significantly impaired glucose tolerance or diabetes.

Only limited data are available on the safety and efficiency of melatonin in patients with

renal impairment or hepaticimpairment. Best sleep is not recommended for use in

patients suffering from severe renal impairment ormoderate or severe hepatic
impairment.

The safety and efficacy of Best sleep in children and adolescents aged 0-18 years have

notbeenestablished.

Drug Interactions:

Pharmacokinetic interactions

- Melatonin is metabolised mainly by the hepatic cytochrome P450 CYP1A enzymes,
primarily CYP1A2. Therefore,interactions between melatonin and other active
substances as a consequence of their effect on CYP1Aenzymes arepossible.

Caution is indicated in patients treated with fluvoxamine, since this agent increases
melatonin levels by inhibiting its metabolism via CYP1A2 and CYP2C19. This
combination shouldbe avoided.

- Caution is indicated in patients taking 5- or 8-methoxypsoralen, since this agent
increases melatoninlevels by inhibiting its metabolism.

- Caution is indicated in patients taking cimetidine, since this agent increases plasma
melatonin levels by inhibiting its metabolism by CYP2D.

- Caution should be exercised in patients receiving estrogen therapy (e.g. in the form of
contraceptives or hormonereplacement therapy), since estrogens increase melatonin
level by inhibiting its metabolism, primarily via inhibition of CYP1A2.

- CYP1A2inhibitors (such as quinolones) may increase systemic melatonin levels.

- CYP1A2 inducers (such as carbamazepine and rifampicin) may reduce plasma
concentrations of melatonin.

- Cigarette smoking may decrease melatonin levels due to induction of CYP1A2.

Pharmacodynamic interactions:

Melatonin may enhance the sedative effect of benzodiazepines (e.g. midazolam,

temazepam) and non-benzodiazepine hypnotics (e.g. zaleplon, zolpidem, zopiclone). In

a study of jet-lag therapy the combination of melatonin and zolpidemresulted in a higher

incidence of morning sleepiness, nausea, and confusion, and reduced activity during

the first hourafter getting up, compared to zolpidem alone.

Pregnancy:

There are no or limited amount of data for the use of melatonin in pregnant women.

Exogenous melatonin readily crosses the human placenta.

Animal studies are insufficient with respect to reproductive toxicity.

Best sleep is not recommended during pregnancy or in women of childbearing potential

not usingcontraception.

Breast-feeding:

There is insufficient data on the excretion of melatonin / metabolites in human milk.

%QI %}0‘
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Endogenous melatonin is secreted inhuman milk.
Available pharmacodynamic / toxicological data in animals have shown excretion of
melatonin / metabolites in milk.
Arisk to the breast-fed newborn, infant and child cannot be excluded.
Best sleep should not be used during breast-feeding.
Fertility:
High doses of melatonin and use for longer periods than indicated may compromise
fertility in humans.
Best sleep is not recommended in women and men planning pregnancy.
Effects on ability to drive and use machines:
Melatonin has a moderate influence on the ability to drive and use machines. Melatonin
may cause drowsiness and maydecrease alertness for several hours, therefore use of
Best sleep is not recommended prior to driving orusing machines.
Undesirable effects:
Drowsiness, headache, and dizziness / disorientation are the most frequently reported
adverse reactionswhen melatonin is taken on a short-term basis to treat jet-lag.
Drowsiness, headache, dizziness, and nausea are also theadverse reactions reported
most frequently when typical clinical doses of melatonin have been taken for periods of
several days to several weeks by healthy persons and patients.
- Psychiatric disorders:

Uncommon: irritability, nervousness, restlessness, abnormal dreams, anxiety
-Nervous system disorders:

Common: headache, somnolence

Uncommon: dizziness
- Vascular disorders:

Uncommon: Hypertension
- Gastrointestinal disorders:

Uncommon: abdominal pain, dyspepsia, oral ulcers, dry mouth, nausea
- Skin and subcutaneous tissue disorders:

Uncommon: pruritus, rash, dry skin.
-Renal and urinary disorders:

Uncommon: glycosuria, proteinuria
Overdose:
Drowsiness, headache, dizziness, and nausea are the most commonly reported signs
and symptoms of overdose withoral melatonin.
Ingestion of daily doses of up to 300 mg of melatonin did not cause clinically significant
adverse reactions.
Flushes, abdominal cramps, diarrheaand headache, have been reported after ingestion
of extremely high melatonin doses (3,000-6,600 mg) for several weeks.
General supportive measures should be employed. Gastric lavage and administration
of activated charcoal can be considered.
Clearance of the active substance is expected within 12 hours of ingestion.
Storage Conditions:
store below 25 Cinthe original package, protect from light.
Packaging:
Acarton box containing 1 or 3 Pvdc ( milky ) / aluminum blister strips , each containing 10
capsule

o Keep this medicine and all medicines out of reach of children!
THIS IS A MEDICAMENT

-A medicament is a product but unlike any other products.

-A medicament is a product which affects your health, and its consumption
contrary to instructions is dangerous for you.

-Follow strictly the physician’s prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The physician and the pharmacist
are experts in medicine, its benefits and risks.

-Do not by yourself interrupt the period of treatment prescribed for you

-Do not repeat the same without consulting your physician.

KEEP THE MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers)

(Arab Pharmacists Association)

UGARIT PHARMACEUTICAL Co.
(Fanari & Partners) - Syria

® @ ®/ugaritpharma

www.ugaritpharma.com
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