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TAMOXIFEN 10,20 IDM rabiets

Tamoxifen 10,20 mg Tablets.

e
IDM

Composition:

Each Tablet contains:

15.2 mg of tamoxifen citrate which is equivalent to 10 mg tamoxifen for Tamoxifen 10 IDM or

30.4 mg tamoxifen citrate equivalent to tamoxifen 20 mg tamoxifen for Tamoxifen 20 IDM.

Excipients: Carboxy methyl cellulose calcium, mannitol, starch, magnesium stearate.

WARNING:

For Women w--ith Ductal Carcinoma in Situ (DCIS) and Women at High Risk for Breast Cancer Serious and life-threatening
events associated with tamoxifen in the risk reduction setting (women at high risk for cancer and women with DCIS) include
uterine malignancies, stroke and pulmonary embolism.

Health care providers should discuss the potential benefits versus the potential risks of these serious events with women at high
risk of breast cancer and women with DCIS considering tamoxifen to reduce their risk of developing breast cancer.

The benefits of tamoxifen citrate outweigh its risks in women already diagnosed with breast cancer.

DESCRIPTION:

Tamoxifen citrate tablets, a nonsteroidal antiestrogen, are for oral administration.

CLINICAL PHARMACOLOGY:

Tamoxifen citrate is a nonsteroidal agent that has demonstrated potent antiestrogenic properties in animal test systems. The
antiestrogenic effects may be related to its ability to compete with estrogen for binding sites in target tissues such as breast

. Tamoxifen inhibits the induction of rat mammary carcinoma,tamoxifen appears to exert its antitumor effects by binding the
estrogen receptors.

In cytosols derived from human breastadenocarcinomas, tamoxifen competes with estradiol for estrogen receptor protein.
Absorption and Distribution:
After initiation of therapy, steady-state concentrations for tamoxifen are achieved in about 4 weeks suggesting a half-life of
approximately 14 days for this metabolite. In a steady-state, crossover study of 10 mg tamoxifen citrate tablets given twice a day
20 mg tamoxifen tablet given once daily, the 20 mg tamoxifen citrate tablet was bioequivalent to the 10 mgtamoxifen citrate
tablets.

Metabolism:

Tamoxifen is extensively metabolized after oral administration

Tamoxifen is a substrate of cytochrome P-450 3A, 2C9 and 2D6, and an inhibitor of P-glycoprotein.

Excretion:

Studies in women receiving 20 mg of C tamoxifen have shown that approximately 65% of the administered dose was excreted
from the body over a period of 2 weeks with fecal excretion as the primary route of elimination.

INDICATIONS :

Metastatic Breast Cancer:

Tamoxifen citrate tablets, USP are effective in the treatment of metastatic breast cancer in women and men. In premenopausal
women with metastatic breast cancer, tamoxifen is an alternative to oophorectomy or ovarian irradiation. Available evidence
indicates that patients whose tumors are estrogenreceptor positive are more likely to benefit from tamoxifen therapy.

Adjuvant Treatment of Breast Cancer:

Tamoxifen citrate tablets, are indicated for the treatment of node-positive breast cancer in women following total mastectomy or
segmental mastectomy, axillary dissection, and breast irradiation. In some tamoxifen adjuvant studies, most of the benefit to date
has been in the subgroup with four or more positive axillary nodes.

Tamoxifen citrate tablets, are indicated for the treatment of axillary node-negative breast cancer in women following total
mastectomy or segmental mastectomy, axillary dissection, and breast irradiation.

The estrogen and progesterone receptor values may help to predict whether adjuvant tamoxifen therapy is likely to be beneficial.
Tamoxifen reduces the occurrence of contralateral breast cancer in patients receiving adjuvant tamoxifen therapy for breast
cancer.

Ductal Carcinoma in Situ (DCIS):

In women with DCIS, following breast surgery and radiation, tamoxifen citrate tablets are indicated to reduce the risk of invasive
breast cancer. The decision regarding therapy with tamoxifen for the reduction in breast cancer incidence should be based upon
an individual assessment of the benefits and risks of tamoxifen therapy.

Reduction in Breast Cancer Incidence in High Risk Women:

Tamoxifen citrate tablets are indicated to reduce the incidence of breast cancer in women at high risk for breast cancer.
CONTRAINDICATIONS:

Tamoxifen citrate tablets are contraindicated in patients with known hypersensitivity to the drug or any of its ingredients.
Reduction in Breast Cancer Incidence in High Risk Women and Women with DCIS:

Tamoxifen citrate tablets are contraindicated in women who require concomitant coumarin-type anticoagulant therapy or in
women with a history of deep vein thrombosis or pulmonary embolus.

WARNINGS:

Effects in Metastatic Breast Cancer Patients:

As with other additive hormonal therapy (estrogens and androgens), hypercalcemia has been reported in some breast cancer
patients with bone metastases within a few weeks of starting treatment with tamoxifen. If hypercalcemia does occur, appropriate
measures should be taken and, if severe, tamoxifen

should be discontinued.

Effects on the Uterus-Endometrial Cancer and Uterine Sarcoma:

An increased incidence of uterine malignancies has been reported in association with tamoxifen treatment. The underlying
mechanism is unknown, but may be related to the estrogen-like effect of tamoxifen. Most uterine malignancies seen in association
with tamoxifen are classified as adenocarcinoma of the endometrium. However, rare uterine sarcomas, including malignant mixed
mullerian tumors (MMMT), have also been reported.

Thromboembolic Effects of Tamoxifen:

There is evidence of an increased incidence of thromboembolic events, including deep-vein thrombosis and pulmonary embolism,
during tamoxifentherapy. When tamoxifen is coadministered with chemotherapy, there may be a further increase in the incidence
of thromboembolic effects. For treatment of breast cancer, the risks and benefits of tamoxifen should be carefully considered in
women with a history of thromboembolic events.

Effects on the Liver: Liver Cancer:

no cases of liver cancer have been reported to date.

Effects on the Liver: Non-Malignant Effects:

Tamoxifen has been associated with changes in liver enzyme levels, and on rare occasions, a spectrum of more severe liver
abnormalities including fatty liver, cholestasis, hepatitis and hepatic necrosis. A few of these serious cases included fatalities. In
most reported cases the relationship to tamoxifen is uncertain.

Other Cancers:

A number of second primary tumors, occurring at sites other than the endometrium, have been reported following the treatment
of breast cancer with tamoxifen in clinical trials.

Effects on the Eye:

Ocular disturbances, including corneal changes, decrement in color vision perception, retinal vein thrombosis, and retinopathy
have been reported in patients receiving tamoxifen. An increased incidence of cataracts and the need for cataract surgery have
been reported in patients receiving tamoxifen.

Pregnancy Category D:

Tamoxifen may cause fetal harm when administered to a pregnant woman. Women should be advised not to become pregnant
while taking tamoxifen or within 2 months of discontinuing tamoxifen and should use barrier or nonhormonal contraceptive
measures if sexually active. Tamoxifen does not cause infertility, even in the presence of menstrual irregularity. Effects on
reproductive functions are expected from the antiestrogenic properties of the drug. Inreproductive studies in rats at dose levels
equal to or below the human dose, nonteratogenic developmental skeletal changes were seen and were found reversible.
There are no adequate and well-controlled trials of tamoxifen in pregnant women. There have been a small number of reports of
vaginal bleeding, spontaneous abortions, birth defects, and fetal deaths in pregnant women. If this drug is used during pregnancy,
or the patient becomes pregnant while taking this drug, or within approximately two months after discontinuing therapy, the patient
should be apprised of the potential risks to the fetus including the potential long-term risk of a DES-like syndrome.

Reduction in Breast Cancer Incidence in High Risk Women

Pregnancy Category D:

For sexually active women of child-bearing potential, tamoxifen therapy should be initiated during menstruation. In women with
menstrual irregularity, a negative B-HCG immediately prior to the initiation of therapy is sufficient .

General:

Decreases in platelet counts, usually to 50,000 to 100,000/mm , infrequently lower, have been occasionally reported in patients
taking tamoxifen for breast cancer.

In patients with significant thrombocytopenia, rare hemorrhagic episodes have occurred, but it is uncertain if these episodes are
due to tamoxifen therapy. Leukopenia has been observed, sometimes in association with anemia and/or thrombocytopenia. There
have been rare reports of neutropenia and pancytopenia in patients receiving tamoxifen; this can sometimes be severe.

Information for Patients:

Reduction in Invasive Breast Cancer and DCIS in Women with DCIS: Women with DCIS treated with lumpectomy and radiation
therapy who are considering tamoxifen to reduce the incidence of a second breast cancer event should assess the risks and
benefits of therapy, since treatment with tamoxifen decreased the incidence of invasive breast cancer, but has not been shown to
affect survival.

Reduction in Breast Cancer Incidence in High Risk Women:

Women who are at high risk for breast cancer can consider taking tamoxifen therapy to reduce the incidence of breast cancer.
Whether the benefits of treatment are considered to outweigh the risks depends on a woman's personal health history and on how
she weighs the benefits and risks. Tamoxifen therapy to reduce the incidence of breast cancer may therefore not be appropriate
for all women at high risk for breast cancer. Women who are considering tamoxifen therapy should consult their health care
professional for an assessment of the potential benefits and risks prior to starting therapy for reduction in breast cancer incidence.
Women should understand that tamoxifen reduces the incidence of breast cancer, but may not eliminate risk. Tamoxifen
decreased the incidence of small estrogen receptor positive tumors, but did not alter the incidence of estrogen receptor negative
tumors or larger tumors. In women with breast cancer who are at high risk of developing a second breast cancer, treatment with
about 5 years of tamoxifen reduced the annual incidence rate of a second breast cancer by approximately50%.

Women who are pregnant or who plan to become pregnant should not take tamoxifen to reduce their risk of breast cancer.
Effective non hormonal contraception must be used by all premenopausal women taking tamoxifen and for approximately two
months after discontinuing therapy if they are sexually active. Tamoxifen does not cause infertility, even in the presence of
menstrual irregularity. For sexually active women of child-bearing potential, tamoxifen therapy should be initiated during
menstruation. In women with menstrual irregularity, a negative B-HCG immediately prior to the initiation of therapy is sufficient.
Monitoring During Tamoxifen Citrate Therapy:

Women taking or having previously taken tamoxifen should be instructed to seek prompt medical attention for new breast lumps,
vaginal bleeding, gynecologic symptoms (menstrual irregularities, changes in vaginal discharge, or pelvic pain or pressure),
symptoms of leg swelling or tenderness, unexplained shortness of breath, or changes in vision. Women should inform all care
providers, regardless of the reason for evaluation, that they take tamoxifen.

Women taking tamoxifen to reduce the incidence of breast cancer should have a breast examination, a mammogram, and a
gynecologic examination prior to the initiation of therapy. These studies should be repeated at regular intervals while on therapy,
in keeping with good medical practice. Women taking tamoxifen as adjuvant breast cancer therapy should follow the same
monitoring procedures as for women taking tamoxifen for the reduction in the incidence of breast cancer. Women taking tamoxifen
as treatment for metastatic breast cancer should review this monitoring plan with their care provider and select the appropriate
modalities and schedule of evaluation.

Drug Interactions:

When tamoxifen is used in combination with coumarin-type anticoagulants, a significant increase in anticoagulant effect may
occur. Where such coadministration exists, careful monitoring of the patient's prothrombin time is recommended.

There is an increased risk of thromboembolic events occurring when cytotoxic agents are used in combination with tamoxifen.
Tamoxifen reduced letrozole plasma concentrations by 37%. The effect of tamoxifen on metabolism and excretion of other
antineoplastic drugs, such as cyclophosphamide and other drugs that require mixed function oxidases for activation, is not
known.Based on clinical and pharmacokinetic results from the anastrozole adjuvant trial, tamoxifen citrate should not be
administered with anastrozole.

Pregnancy:

Teratogenic Effects:

Pregnancy Category D:

Tamoxifen may cause fetal harm when administered to a pregnant woman. Women should be advised not to become pregnant
while taking tamoxifen or within 2 months of discontinuing tamoxifen and should use barrier or non-hormonal contraceptive
measures if sexually active. Tamoxifen does not cause infertility, even in the presence of menstrual irregularity. Effects on
reproductive functions are expected from the antiestrogenic properties of the drug. Inreproductive studies in rats at dose levels
equal to or below the human dose, nonteratogenic developmental skeletal changes were seen and were found reversible.
There are no adequate and well-controlled trials of tamoxifen in pregnant women. There have been a small number of reports of
vaginal bleeding, spontaneous abortions, birth defects, and fetal deaths in pregnant women. If this drug is used during pregnancy,
or the patient becomes pregnant while taking this drug, or within approximately two months after discontinuing therapy, the patient
should be apprised of the potential risks to the fetus including the potential long-term risk of a DES-like syndrome.

Nursing Mothers:

Tamoxifen has been reported to inhibit lactation.

It is not known if tamoxifen citrate is excreted in human milk. Because of the potential for serious adverse reactions in nursing
infants from tamoxifen,women taking tamoxifen should not breast feed.

Pediatric Use:

The safety and efficacy of tamoxifen for girls aged 2 to 10 years with McCune-Albright syndrome and precocious puberty have not
been studied beyond one year of treatment. The long-term effects of tamoxifen therapy for girls have not been established. In
adults treated with tamoxifen, an increase in incidence of uterine malignancies, stroke and pulmonary embolism has been noted.
ADVERSE REACTIONS:

Adverse reactions to tamoxifen are relatively mild and rarely severe enough to require discontinuation of treatment in breast
cancer patients.

Metastatic Breast Cancer:

Increased bone and tumor pain and, also, local disease flare have occurred, which are sometimes associated with a good tumor
response. Patients with increased bone pain may require additional analgesics. Patients with soft tissue disease may have
sudden increases in the size of preexisting lesions, sometimes associated with marked erythema within and surrounding the
lesions and/or the development of new lesions. When they occur, the bone pain or disease flare are seen shortly after starting
tamoxifen and generally subside rapidly.

In patients treated with tamoxifen for metastatic breast cancer, the most frequent adverse reaction to tamoxifen is hot flashes.
Other adverse reactions which are seen infrequently are hypercalcemia, peripheral edema, distaste for food, pruritus vulvae,
depression, dizziness, light-headedness,headache, hair thinning and/or partial hair loss, and vaginal dryness.

Premenopausal Women:

Flush, Amenorrhea ,Altered Menses,Oligomenorrhea ,Bone Pain ,Menstrual Disorder ,Nausea ,Cough/Coughing ,Edema Fatigue
,Musculoskeletal Pain ,Pain ,Ovarian Cyst(s) ,Depression ,Abdominal Cramps ,Anorexia.

Male Breast Cancer:

Tamoxifen is well tolerated in males with breast cancer. Reports from the literature and case reports suggest that the safety profile
of tamoxifen in males is similar to that seen in women. Loss of libido and impotence have resulted in discontinuation of tamoxifen
therapy in male patients. Also, in oligospermic males treated with tamoxifen, LH, FSH, testosterone and estrogen levels were
elevated. No significant clinical changes were reported.

DOSAGE AND ADMINISTRATION:

For patients with breast cancer, the recommended daily dose is 20 to 40 mg. Dosages greater than 20 mg per day should be given
in divided doses (morning

and evening).

Ductal Carcinoma in Situ (DCIS):

The recommended dose is tamoxifen citrate tablets 20 mg daily for 5 years.

Reduction in Breast Cancer Incidence in High Risk Women: The recommended dose is tamoxifen citrate tablets 20 mg daily for
5 years. There are no data to support the use of tamoxifen other than for 5 years

OVERDOSAGE:

Acute overdosage in humans has not been reported. In a study of advanced metastatic cancer patients which specifically
determined the maximum tolerated dose of tamoxifen in evaluating the use of very high doses to reverse multidrug resistance,
acute neurotoxicity manifested by tremor, hyperreflexia, unsteady gait and dizziness were noted. These symptoms occurred
within 3 to 5 days of beginning tamoxifen and cleared within 2 to 5 days after stopping therapy. No permanent neurologic toxicity
was noted. No specific treatment for overdosage is known; treatment must be symptomatic.

Storage conditions: Store below 25° C
Packaging: 3 Alu-Alu blisters each contain 10 tablets packed in a cardboard box for Tamoxifen 10,20 IDM.

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 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 not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

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