Menocool

Fezolinetant INN Film Coated Tablet

DESCRIPTION

Menocool™ is a preparation of Fezolinetant, a non-hormonal selective neurokinin 3 (NK3) receptor
antagonist. It works by blocking the binding of neurokinin B (NKB) to the kisspeptin/neurokinin
B/dynorphin (KNDy) neurons located in the hypothalamus. This action is postulated to modulate
neuronal activity within the brain's thermoregulatory center, thereby reducing the frequency and severity
of vasomotor symptoms. It exhibits high affinity and selectivity for the NK3 receptor, with a binding
affinity more than 450-fold higher than for NK1 or NK2 receptors. Treatment with Fezolinetant does not
cause clinically relevant changes in sex hormones like estrogen, testosterone, or FSH in menopausal
women, although a transient decrease in luteinizing hormone (LH) levels may occur at peak drug
concentrations.

INDICATIONS

Menocool™ is indicated for the treatment of moderate to severe vasomotor symptoms (VMS)
associated with menopause. VMS, commonly known as hot flashes or night sweats, are characterized
by sudden feelings of heat, sweating, and flushing in the face, neck, and chest.

DOSAGE AND ADMINISTRATION

The recommended dose of Menocool™ is one tablet taken orally once daily, at approximately the same
time each day, with or without food.

If a dose is missed or not taken at the usual time, the missed dose should be administered as soon as
possible, unless fewer than 12 hours remain before the next scheduled dose. The regular schedule
should be resumed the following day.

CONTRAINDICATIONS

Fezolinetant is contraindicated in patients who have a known hypersensitivity to the active substance of
the product. It is contraindicated in individuals with known cirrhosis; severe renal impairment (eGFR 15
to <30 mL/min/1.73 m?) or end-stage renal disease (eGFR <15 mL/min/1.73 m2); and in those taking
concomitant CYP1A2 inhibitors (e.g., fluvoxamine, enoxacin, mexiletine, ethinyl estradiol-containing
contraceptives). It is also contraindicated during known or suspected pregnancy.

SIDE EFFECTS
The most common adverse reactions of Fezolinetant include abdominal pain, diarrhea, insomnia, back
pain, hot flush, and elevated hepatic transaminases.

PRECAUTION AND WARNING

The most significant warning pertains to elevations of hepatic transaminases. Treatment should not be
initiated if ALT or AST is >2 times the upper limit of normal (ULN) or if total bilirubin is elevated. Liver
function tests must be performed at baseline, monthly for the first 3 months, at 6 months, and 9 months
after initiation of therapy. The drug is not recommended for patients with moderate or severe hepatic
impairment (Child-Pugh Class B or C) or severe renal impairment. Caution is advised for patients with a
history of breast cancer or other estrogen-dependent malignancies, as the safety profile in this
population is unknown. Concomitant use with systemic hormone replacement therapy is not
recommended. Patients should be advised to report symptoms of liver injury promptly. Additionally,
patients with a history of seizures or convulsive disorders should be evaluated thoroughly before
initiating treatment.

USE IN PREGNANCY AND LACTATION

Fezolinetant is contraindicated during pregnancy. If pregnancy occurs during treatment, it should be
discontinued immediately. Women of childbearing potential should use effective non-hormonal
contraception. It is not known whether Fezolinetant is excreted in human milk; however, animal data
indicate excretion in milk. A risk to the breastfed infant cannot be excluded, and a decision should be
made to discontinue breastfeeding or the drug, considering the benefits of each.

PEDIATRIC USE

The safety and efficacy of Fezolinetant in individuals under 18 years of age have not been established.
There is no relevant use of this medicine in the pediatric population for the treatment of menopausal
vasomotor symptoms.

DRUG INTERACTIONS

Concomitant use with moderate or strong CYP1A2 inhibitors (e.g., mexiletine, enoxacin, fluvoxamine) is
contraindicated, as these substances significantly increase Fezolinetant plasma concentrations, raising
the risk of adverse effects. Weak CYP1A2 inhibitors may also increase exposure, though to a lesser
extent. Smoking (a moderate CYP1A2 inducer) decreases Fezolinetant exposure, but no dose adjustment
is recommended. In vitro studies indicate that Fezolinetant and its major metabolite are not inhibitors or
inducers of major CYP enzymes or transporters at clinical concentrations.

OVERDOSE

Reported symptoms of overdose included headache, nausea, and paresthesia (tingling sensation). There
is no specific antidote. In cases of overdose, the drug should be discontinued, and supportive care and
symptomatic treatment should be initiated based on the patient's clinical presentation.

PHARMACEUTICAL PRECAUTION
Do not store above 30 °C temperature. Keep away from light and wet place. Keep out of reach of
children.

PACKAGING
Menocool™ Tablet:
Box containing 2 blisters of 10 tablets each. Each film-coated tablet contains Fezolinetant INN 45 mg.
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Manufactured by

ESKAYEF PHARMACEUTICALS LTD.
SALNA, GAZIPUR, BANGLADESH
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