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Levothyroxine IDM 25-50-75-100 Tablets

T
IDM
Sodium Levothyroxine Anhydrous 25-50-75-100 mcg —
Chemical Composition:

Each tablet contains 25 or 50 or 75 or 100 mcg of Sodium Levothyroxine Anhydrous.
Excipients: Microcrystalline cellulose, dibasic calcium phosphate, povidone, magnesium stearate ,yellow
colorant (for Levothyroxine IDM 50), red colorant (for Levothyroxine IDM 25),green colorant (for
Levothyroxine IDM 75).

Pharmacological Classification :Thyroid Harmon and Antithyroid drugs and Parathyroid drugs.
Pharmacodynamic Effect: Thyroid hormones regulate multiple metabolic processes and play an essential
role in normal growth and development, and normal maturation of the central nervous system and bone. The
metabolic actions of thyroid hormones include augmentation of cellular respiration and thermogenesis, as
well as metabolism of proteins, carbohydrates and lipids. The protein anabolic effects of thyroid hormones
are essential to normal growth and development. The physiological actions of thyroid hormones are
produced predominantly by T3, the majority of which (approximately 80%) is derived from T4 by deiodination
in peripheral tissues.

Pharmacokinetics:

Absorption: Absorption of orally administered T4 from the gastrointestinal (Gl) tract ranges from 40% to

80%. The relative bioavailability of Levothyroxine tablets, compared to an equal nominal dose of oral
levothyroxine sodium solution, is approximately 93%.

Distribution: Circulating thyroid hormones are greater than 99% bound to plasma proteins. Only unbound
hormone is metabolically active. Thyroid hormones do not readily cross the placental barrier
Metabolism: T4 is slowly eliminated. Approximately 80% of circulating T3 is derived from peripheral T4 by
monodeiodination. The liver is the major site of degradation for both T4 and T3, Thyroid hormones are also
metabolized via conjugation with glucuronides and sulfates and excreted directly into the bile and gut where
they undergo enterohepatic recirculation.

Elimination: Thyroid hormones are primarily eliminated by the kidneys. A portion of the conjugated
hormone reaches the colon unchanged and is eliminated in the feces. Approximately 20% of T4 is
eliminated in the stool. Urinary excretion of T4 decreases with age.

Indications:

Hypothyroidism:

As replacement or supplemental therapy in congenital or acquired hypothyroidism of any etiology, except
transient hypothyroidism during the recovery phase of subacute thyroiditis.

Specific indications include: primary (thyroidal), secondary (pituitary), and tertiary (hypothalamic)
hypothyroidism and subclinical hypothyroidism. Primary hypothyroidism may result from functional
deficiency, primary atrophy, partial or total congenital absence of the thyroid gland, or from the effects of
surgery, radiation, or drugs, with or without the presence of goiter.

Pituitary TSH Suppression:

In the treatment or prevention of various types of euthyroid goiters, including thyroid nodules, subacute or
chronic lymphocytic thyroiditis (Hashimoto’s thyroiditis), multinodular goiter and, as an adjunct to surgery
and radioiodine therapy in the management of
thyrotropin-dependent well differentiated thyroid cancer.

CONTRAINDICATIONS:

-In patients with hypersensitivity to any of the inactive ingredients.

-In patients with untreated subclinical (suppressed serum TSH level with normal T3 and T4 levels) or overt
thyrotoxicosis of any etiology
-In patients with acute myocardial infarction.

-In patients with uncorrected adrenal insufficiency since thyroid hormones may precipitate an acute adrenal
crisis by increasing the metabolic clearance of glucocorticoids.

Side Effects:

General: fatigue, increased appetite, weight loss, heat intolerance, fever, excessive sweating.

Central Nervous System: headache, hyperactivity, nervousness, anxiety, irritability, emotional lability,
insomnia.

Musculoskeletal: tremors, muscle weakness.

Cardiovascular: palpitations, tachycardia, arrhythmias, increased pulse and blood pressure, heart failure,
angina, myocardial infarction, cardiac arrest.

Respiratory: dyspnea.

Gastrointestinal: diarrhea, vomiting, abdominal cramps and elevations in liver function tests.
Dermatologic: hair loss, flushing.

Endocrine: decreased bone mineral density.

Reproductive: menstrual irregularities, impaired fertility.

Drug Interactions:

Lipid-regulating drugs: Colestyramine or colestipol reduce the absorption of levothyroxine when
administered concomitantly; administration of levothyroxine with either colestyramine or colestipol should be
separated by four to five hours.

Antacids: Calcium carbonate or antacids containing a combination of aluminium and magnesium may
reduce the absorption of levothyroxine.

Antibacterials: Rifampicin enhances thyroid hormone metabolism.

Anticancer drugs: Plasma concentration of levothyroxine possibly reduced by imatinib.

Oral Anticoagulants: Levothyroxine may enhance the effects of anticoagulants such as coumarins (e.g.
warfarin) or phenindione; concomitant administration may require a reduction in oral anticoagulant dose.
Antidepressants: Effects of levothyroxine may be decreased by concomitant sertraline. Antidepressant
response to tricyclics can be accelerated, but concomitant administration may precipitate cardiac
arrhythmias.

Antidiabetics: Requirements for insulin or oral antidiabetic agents may be increased.

Antiepileptics: Carbamazepine, barbiturates including phenobarbital, phenytoin and primidone can
accelerate Levothyroxine metabolism

Beta-blockers: may decrease peripheral conversion of Levothyroxine to triiodothyronine. Levothyroxine
has the potential to reduce plasma concentrations of propranolol due to increased propranolol metabolism.
General anaesthetics: Ketamine may produce marked hypertension and tachycardia in patients taking
levothyroxine.

Cardiac glycosides: Hypothyroid patients may be initially sensitive to digitalis, but may need a gradually
increasing dose of cardiac glycosides as treatment with levothyroxine progresses.

Iron salts: Ferrous sulphate reduces absorption of levothyroxine. Administration of levothyroxine and
ferrous sulphate should be separated by at least two hours.

Polystyrene Sulphonate resins reduce the absorption of levothyroxine. Administration of levothyroxine
and polystyrene sulphate resins should be separated by as much as possible.

Sex hormones: Oestrogens increase and androgens decrease serum thyroxine-binding globulin; thyroid
hormone requirements may be increased during oestrogen therapy and reduced during androgen therapy
and thyroid function tests affected.

Sympathomimetics: Effects may be enhanced by levothyroxine.

Ulcer-healing drugs: sucralfate or cimetidine may reduce the absorption of levothyroxine.

Weight loss drugs: Orlistat may decrease levothyroxine absorption which may result in hypothyroidism

(monitor for changes in thyroid function).

Drug-Food Interactions
Consumption of certain foods may affect levothyroxine absorption thereby necessitating adjustments in
dosing. Soybean flour (infant formula), cotton seed meal, walnuts, and dietary fiber may bind and decrease
the absorption of levothyroxine sodium from the Gl tract.

WARNINGS:

Thyroid hormones, including Levothyroxine IDM, either alone or with other therapeutic agents,
should not be used for the treatment of obesity or for weight loss. In euthyroid patients, doses
within the range of daily hormonal requirements are ineffective for weight reduction. Larger doses
may produce serious or even life threatening manifestations of toxicity, particularly when given in
association with sympathomimetic amines such as those used for their anorectic effects.

Levothyroxine sodium should not be used in the treatment of male or female infertility unless this condition
is associated with hypothyroidism. In patients with nontoxic diffuse goiter or nodular thyroid disease,
particularly the elderly or those with underlying cardiovascular disease ,levothyroxine sodium therapy is
contraindicated if the serum TSH level is already suppressed due to the risk of precipitating overt
thyrotoxicosis. If the serum TSH level is not suppressed, Levothyroxine sodium should be used with caution
in conjunction with careful monitoring of thyroid function for evidence of hyperthyroidism and clinical
monitoring for potential associated adverse cardiovascular signs and symptoms of hyperthyroidism.
PRECAUTIONS:

General

Levothyroxine has a narrow therapeutic index. Regardless of the indication for use, careful dosage titration
is necessary to avoid the consequences of over- or under-treatment. Many drugs interact with levothyroxine
sodium necessitating adjustments in dosing to maintain therapeutic response.

Effects On Bone Mineral Density
In women, long-term levothyroxine sodium therapy has been associated with increased bone resorption,
thereby decreasing bone mineral density, especially in post-menopausal women. Therefore, it is
recommended that patients receiving levothyroxine sodium be given the minimum dose necessary to
achieve the desired clinical and biochemical response.

Patients With Underlying Cardiovascular Disease
Exercise caution when administering levothyroxine to patients with cardiovascular disorders and to
the elderly in whom there is an increased risk of occult cardiac disease. In these patients,
levothyroxine therapy should be initiated at lower doses. If cardiac symﬁtoms develop or worsen,
the levothyroxine dose should be reduced or withheld for one week and then cautiously restarted at
a lower dose. Patients with coronary artery disease who are receiving levothyroxine therapy should
be monitored closely during surgical procedures, since the possibility of precipitating cardiac
arrhythmias may be greater in those treated with levothyroxine. Concomitant administration of
levothyroxine and sympathomimetic agents to patients with coronary artery disease may precipitate
coronary insufficiency.

Patients With Nontoxic Diffuse Goiter Or Nodular Thyroid Disease
Exercise caution when administering levothyroxine to patients with nontoxic diffuse glgiter or nodular
thyroid disease in order to prevent precipitation of thyrotoxicosis. If the serum TSH is already
suppressed, levothyroxine sodium should not be administered.

Associated Endocrine Disorders

Hypothalamic/Pituitary Hormone Deficiencies

In patients with secondary or tertiary hypothyroidism, additional hypothalamic/pituitary hormone
deficiencies should be considered, and, if diagnosed, treated.

Autoimmune Polyglandular Syndrome

Occasionally, chronic autoimmune thyroiditis may occur in association with other autoimmune disorders
such as adrenal insufficiency, pernicious anemia, and insulin-dependent diabetes mellitus. Patients with
concomitant adrenal insufficiency should be treated with replacement glucocorticoids prior to initiation of
treatment with levothyroxine sodium. Failure to do so may precipitate an acute adrenal crisis when thyroid
hormone therapy is initiated, due to increased metabolic clearance of glucocorticoids by thyroid hormone.
Patients with diabetes mellitus may require upward adjustments of their antidiabetic therapeutic regimens
when treated with levothyroxine.

Other Associated Medical Conditions

Infants with congenital hypothyroidism appear to be at increased risk for other congenital anomalies, with
cardiovascular anomalies (pulmonary stenosis, atrial septal defect, and ventricular septal defect).
DOSAGE AND ADMINISTRATION

General Principles

Levothyroxine IDM is administered as a single daily dose, preferably one-half to one-hour before breakfast.
Levothyroxine IDM should be taken at least 4 hours apart from drugs that are known to interfere with its
absorption.

Specific Patient Populations

Hypothyroidism in Adults and in Children in Whom Growth and Puberty are Complete

The average full replacement dose of levothyroxine sodium is approximately 1.7 mcg/kg/day (e.g., 100-125
mcg/day for a 70 kg adult). Older patients may require less than 1 mcg/kg/day. Levothyroxine sodium doses
greater than 200 mcg/day are seldom required. An inadequate response to daily doses = 300 mcg/day is
rare and may indicate poor compliance, malabsorption, and/or drug interactions.

For most patients older than 50 years or for patients under 50 years of age with underlying cardiac disease,
an initial starting dose of 25-50 mcg/day of levothyroxine sodium is recommended, with gradual increments
in dose at 6-8 week intervals, as needed. The recommended starting dose of levothyroxine sodium in
elderly patients with cardiac disease is 12.5-25 mcg/day, with gradual dose increments at 4-6 week
intervals. The levothyroxine sodium dose is generally adjusted in 12.5-25 mcg increments until the patient
with primary hypothyroidism is clinically euthyroid and the serum TSH has normalized.

In patients with severe hypothyroidism, the recommended initial levothyroxine sodium dose is 12.5-25
mcg/day with increases of 25 mcg/day every 2-4 weeks, accompanied by clinical and laboratory
assessment, until the TSH level is normalized.

In patients with secondary (pituitary) or tertiary (hypothalamic) hypothyroidism, the levothyroxine sodium
dose should be titrated until the patient is clinically euthyroid and the serum free- T4 level is restored to the
upper half of the normal range.

Pediatric Dosage - Congenital Or Acquired Hypothyroidism

Levothyroxine IDM may be administered to infants and children who cannot swallow intact tablets by
crushing the tablet and suspending the freshly crushed tablet in a small amount (5-10 mL or 1-2 teaspoons)
of water. This suspension can be administered by spoon or by dropper. DO NOT STORE THE
SUSPENSION.

Newborns

The recommended starting dose of levothyroxine sodium in newborn infants is 10- 15 mcg/kg/day. A lower
starting dose (e.g., 25 mcg/day) should be considered in infants at risk for cardiac failure, and the dose
should be increased in 4-6 weeks as needed based on clinical and laboratory response to treatment. In
infants with very low ( < 5 mcg/dL) or undetectable serum T4 concentrations, the recommended initial
starting dose is 50 mcg/day of levothyroxine sodium.

Table: Levothyroxine Sodium Dosing Guidelines for Pediatric Hypothyroidism

AGE Daily Dose Per Kg Body Weight

0-3 months 10-15 mcg/kg/day
3-6 months 8-10 mcg/kg/day
6-12 months 6-8 mcg/kg/day
1-5 years 5-6 mcg/kg/day
6-12 years 4-5 mcg/kg/day

> 12 years but growth
. 2-3 mcg/kg/day
and puberty incomplete

Growth and puberty complete 1.7 mcg/kg/day

Subclinical Hypothyroidism

If this condition is treated, a lower levothyroxine sodium dose (e.g., 1 mcg/kg/day) than that used for full
replacement may be adequate to normalize the serum TSH level.

Patients who are not treated should be monitored yearly for changes in clinical status and thyroid laboratory
parameters.

TSH Suppression In Well-differentiated Thyroid Cancer And Thyroid Nodules

In the treatment of well-differentiated (papillary and follicular) thyroid cancer, levothyroxine is used as an
adjunct to surgery and radioiodine therapy. Generally, TSH is suppressed to < 0.1 mU/L, and this usually
requires a levothyroxine sodium dose of greater than 2 mcg/kg/day. However, in patients with high-risk
tumors, the target level for TSH suppression may be < 0.01mUI/L.

In the treatment of benign nodules and nontoxic multinodular goiter, TSH is generally suppressed to a
higher target (e.g., 0.1 to either 0.5 or 1.0 mU/L) than that used for the treatment of thyroid cancer.
Levothyroxine sodium is contraindicated if the serum TSH is already suppressed due to the risk of
precipitating overt thyrotoxicosis.

Pregnancy:

Category A

Studies in women taking levothyroxine sodium during pregnancy have not shown an increased risk of
congenital abnormalities. Therefore, the possibility of fetal harm appears remote.

Levothyroxine IDM should not be discontinued during pregnancy and hypothyroidism diagnosed during
pregnancy should be promptly treated.

pregnant women taking Levothyroxine IDM should have their TSH measured during each trimester. An
elevated serum TSH level should be corrected by an increase in the dose of Levothyroxine IDM. Since
postpartum TSH levels are similar to preconception values, the Levothyroxine IDM dosage should return to
the prepregnancy dose immediately after delivery. A serum TSH level should be obtained 6-8 weeks
postpartum.

Nursing Mothers

Although thyroid hormones are excreted only minimally in human milk, caution should be exercised when
Levothyroxine IDM is administered to a nursing woman. However, adequate replacement doses of
levothyroxine are generally needed to maintain normal lactation.

Overdose:

Symptoms:

The signs and symptoms of overdosage are those of hyperthyroidism. In addition, confusion and
disorientation may occur. Cerebral embolism, shock, coma, and death have been reported. Seizures have
occurred in a child ingesting 18 mg of levothyroxine. Symptoms may not necessarily be evident or may not
appear until several days after ingestion of levothyroxine sodium.

Treatment :

Levothyroxine sodium should be reduced in dose or temporarily discontinued if signs or symptoms of
overdosage occur.

Storage: Store below 25°C and protect from light.

Package: 5 PVDC-Alu blisters each contains 10 or 20 tablets packed in a cardboard box for Levothyroxine
IDM 25,50,75,100 .

THIS IS A MEDICAMENT

- Amedicament is a product but unlike any other products
dicament is a product which affects your health, and its consumption contrary to
instructions is dangerous for you.

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

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

- Do ot repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN
{

(Counci of Arab Health Ministers) (Arab Pharmacists Association)

P—
F by: XIDMK Drug

ig - Aleppo - Syria
S8z, ST, SE,

ISO ISO ISO

NS NS NSl

90012015 1400112015

€0A8I/ONST-HAT-9L20N

45001:2018



