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GynOStrogen 0.625 vaginal cream

conjugated estrogens 0.625 mg/g

WARNING: ENDOMETRIAL CANCER, CARDIOVASCULAR DISORDERS, BREAST CANCER and
PROBABLE DEMENTIA

Estrogen-Alone Thera

Endometrial Cancer:

There is an increased risk of endometrial cancer in a woman with a uterus who uses unopposed estrogens.
Adding a progestin to estrogen therapy has been shown to reduce the risk of endometrial hyperplasia, which
may be a precursor to endometrial cancer. Adequate diagnostic measures, including directed or random
endometrial sampling when indicated, should be undertaken to rule out malignancy in postmenopausal
women with undiagnosed persistent or recurring abnormal genital bleeding.

Cardiovascular Disorders and Probable Dementia

Estrogen-alone therapy should not be used for the prevention of cardiovascular disease or dementia .

The Women's Health Initiative (WHI) estrogen-alone substudy reported increased risks of stroke and deep
vein thrombosis (DVT) in postmenopausal women (50 to 79 years of age) during 7.1 years of treatment with
daily oral conjugated estrogens (CE) [0.625 mg]-alone, relative to placebo.

Estrogens with or without progestins should be prescribed at the lowest effective doses and for the shortest
duration consistent with treatment goals and risks for the individual woman.

Estrogen Plus Progestin Therapy

Cardiovascular Disorders and Probable Dementia:

Estrogen plus progestin therapy should not be used for the prevention of cardiovascular disease or
dementia .

The WHI estrogen plus progestin substudy reported increased risks of DVT, pulmonary embolism (PE),
stroke and myocardial infarction (Ml) in postmenopausal women (50 to 79 years

of age) during 5.6 years of treatment with daily oral CE (0.625 mg) combined with medroxyprogesterone
acetate (MPA) [2.5 mg], relative to placebo.

Breast Cancer:

The WHI estrogen plus progestin substudy also demonstrated an increased risk of invasive breast cancer.

In the absence of comparable data, these risks should be assumed to be similar for other doses of CE and
MPA, and other combinations and dosage forms of estrogens and progestins.

Estrogens with or without progestins should be prescribed at the lowest effective doses and for the shortest
duration consistent with treatment goals and risks for the individual woman.

Breast Cancer:

The most important randomized clinical trial providing information about breast cancer in estrogenalone
users is the WHI substudy of daily CE (0.625 mg) -alone. In the WHI estrogen-alone substudy, after an
average follow-up of 7.1 years, daily CE-alone was not associated with an increased risk of invasive breast
cancer.

The use of estrogen-alone and estrogen plus progestin therapy has been reported to result in an increase
in abnormal mammograms, requiring further evaluation.

Ovarian Cancer:

The WHI estrogen plus progestin substudy reported a statistically non-significant increased risk of ovarian
cancer.

Gallbladder Disease:

A 2- to 4-fold increase in the risk of gallbladder disease requiring surgery in postmenopausal women
receiving estrogens has been reported.

Hypercalcemia

Estrogen administration may lead to severe hypercalcemia in women with breast cancer and bone
metastases. If hypercalcemia occurs, use of the drug should be stopped and appropriate measures taken
to reduce the serum calcium level.

Visual Abnormalities:

Retinal vascular thrombosis has been reported in patients receiving estrogens. Discontinue medication
pending examination if there is sudden partial or complete loss of vision, or a sudden onset of proptosis,
diplopia, or migraine. If examination reveals papilledema or retinal vascular lesions, estrogens should be
permanently discontinued.

Addition of a Progestin When a Woman Has Not Had a Hysterectomy:

Studies of the addition of a progestin for 10 or more days of a cycle of estrogen administration, or daily with
estrogen in a continuous regimen, have reported a lowered incidence of endometrial hyperplasia than would
be induced by estrogen treatment alone. Endometrial hyperplasia may be a precursor to endometrial
cancer.

There are, however, possible risks that may be associated with the use of progestins with estrogens
compared to estrogen-alone regimens. These include an increased risk of breast cancer.

Elevated Blood Pressure:

In a small number of case reports, substantial increases in blood pressure have been attributed to
idiosyncratic reactions to estrogens. In a large, randomized, placebo-controlled clinical trial, a generalized
effect of estrogen therapy on blood pressure was not seen.

Hypertriglyceridemia:

In women with pre-existing hypertriglyceridemia, estrogen therapy may be associated with elevations of
plasma triglycerides leading to pancreatitis. Consider discontinuation of treatment if pancreatitis occurs.
Hepatic Impairment and/or Past History of Cholestatic Jaundice:

Estrogens may be poorly metabolized in women with impaired liver function. For women with a history of
cholestatic jaundice associated with past estrogen use or with pregnancy.

Hypothyroidism

Composition : The active ingredient is conjugated estrogens 0.625 mg/g.

Excipients: cetyl ester wax, cetyl alcohol, white wax, glyceryl monostearate, propylene glycol
monostearate, methyl stearate, benzyl alcohol, sodium lauryl sulfate, glycerin, paraffin oil, purified water.
Mechanism of Action:

Estrogens act through binding to nuclear receptors in estrogen-responsive tissues. To date, two estrogen
receptors have been identified. These vary in proportion from tissue to tissue.

Circulating estrogens modulate the pituitary secretion of the gonadotropins, luteinizing hormone (LH) and
FSH, through a negative feedback mechanism. Estrogens act to reduce the elevated levels of these
gonadotropins seen in postmenopausal women.

Pharmacokinetics

Absorption

Conjugated estrogens are water soluble and are well-absorbed through the skin, mucous membranes, and
the gastrointestinal (Gl) tract. The vaginal delivery of estrogens circumvents first pass metabolism.
Distribution

The distribution of exogenous estrogens is similar to that of endogenous estrogens. Estrogens are widely
distributed in the body and are generally found in higher concentration in the sex hormone target organs.
Estrogens circulate in the blood largely bound to SHBG and albumin.

Metabolism

Exogenous estrogens are metabolized in the same manner as endogenous estrogens.

Indications :

Treatment of Atrophic Vaginitis and Kraurosis Vulvae

Treatment of Moderate to Severe Dyspareunia, a Symptom of Vulvar and Vaginal Atrophy, due to
Menopause.

Dosage and Administration:

Generally, when estrogen is prescribed for a postmenopausal woman with a uterus, a progestin should also
be considered to reduce the risk of endometrial cancer.

A woman without a uterus does not need a progestin. In some cases, however, hysterectomies women with
a history of endometriosis may need a progestin .

Use of estrogen-alone, or in combination with a progestin, should be with the lowest effective dose and for
the shortest duration consistent with treatment goals and risks for the individual woman.

Postmenopausal women should be re-evaluated periodically as clinically appropriate to determine if
treatment is still necessary.

Treatment of Atrophic Vaginitis and Kraurosis Vulvae:

This Gynostrogen Vaginal Cream is administered intravaginally in a cyclic regimen (daily for 21 days and
then off for 7 days). Generally, women should be started at the 0.5 g dosage strength. Dosage adjustments
(0.5 to 2 g) may be made based on individual response .

Treatment of Moderate to Severe Dyspareunia, a Symptom of Vulvar and Vaginal Atrophy. due to
Menopause:

Gynostrogen Vaginal Cream (0.5 g) is administered intravaginally in a twice-weekly (for example, Monday
and Thursday) continuous regimen or in a cyclic regimen of 21 days of therapy followed by 7 days off of
therapy.

Warnings and Precautions:

Risks from Systemic Absorption:

Systemic absorption occurs with the use of Gynostrogen Vaginal Cream. The warnings, precautions, and
adverse reactions associated with oral product treatment should be taken into account.

Cardiovascular Disorders:

An increased risk of stroke and DVT has been reported with estrogen-alone therapy. An increased risk of
PE, DVT, stroke and MI has been reported with estrogen plus progestin therapy. Should any of these occur
or be suspected, estrogen with or without progestin therapy should be discontinued immediately.

Risk factors for arterial vascular disease (for example, hypertension, diabetes mellitus, tobacco use,
hypercholesterolemia, and obesity) and/or venous thromboembolism (VTE) (for example, personal history
or family history of VTE, obesity, and systemic lupus erythematosus) should be managed appropriately.
Stroke:

In the WHI estrogen-alone substudy, a statistically significant increased risk of stroke was reported in
women 50 to 79 years of age receiving daily CE (0.625 mg) -alone compared to women in the same age
group receiving placebo

Coronary Heart Disease

No overall effect on coronary heart disease (CHD) events (defined as nonfatal Ml, silent MI, or CHD death)
was reported in women receiving estrogen-alone compared to placebo.

Venous Thromboembolism:

In the WHI estrogen-alone substudy, the risk of VTE (DVT and PE) was increased for women receiving daily
CE (0.625 mg) -alone compared to placebo.

Malignant Neoplasms

Endometrial Cancer:

An increased risk of endometrial cancer has been reported with the use of unopposed estrogen therapy in
a woman with a uterus. The reported endometrial cancer risk among unopposed estrogen users is about 2
to 12 times greater than in non-users, and appears dependent on duration of treatment and on estrogen
dose. Most studies show no significant increased risk associated with use of estrogens for less than 1 year.
There is no evidence that the use of natural estrogens results in a different endometrial risk profile than
synthetic estrogens of equivalent estrogen dose. Adding a progestin to postmenopausal estrogen therapy
has been shown to reduce the risk of endometrial hyperplasia, which may be a precursor to endometrial
cancer.

Estrogen administration leads to increased thyroid-binding globulin (TBG) levels. Women with normal
thyroid function can compensate for the increased TBG by making more thyroid hormone, thus maintaining
free T3 and T4 serum concentrations in the normal range. Women dependent on thyroid hormone
replacement therapy who are also receiving estrogens may require increased doses of their thyroid
replacement therapy. These women should have their thyroid function monitored in order to maintain their
free thyroid hormone levels in an acceptable range.

Fluid Retention

Estrogens may cause some degree of fluid retention. Women with conditions that might be influenced by
this factor, such as cardiac or renal dysfunction, warrant careful observation when estrogen-alone is
prescribed.

Hypocalcemia:

Estrogen therapy should be used with caution in women with hypoparathyroidism as estrogen induced
hypocalcemia may occur.

Exacerbation of Endometriosis:

A few cases of malignant transformation of residual endometrial implants have been reported in women
treated post-hysterectomy with estrogen-alone therapy. For women known to have residual endometriosis
post-hysterectomy, the addition of progestin should be considered.

Anaphylactic Reaction and Angioedema

Cases of anaphylaxis, which develop within minutes to hours after taking orally-administered Gynostrogen
Vaginal Cream and require emergency management, have been reported in the postmarketing setting.
Skin (hives, pruritus, swollen lips-tongue-face) and either respiratory tract (respiratory compromise) or
gastrointestinal tract (abdominal pain, vomiting) involvement has been noted.

Angioedema involving the tongue, larynx, face, and feet requiring medical intervention has occurred
postmarketing in patients taking orally-administered Gynostrogen Vaginal Cream. If angioedema involves
the tongue, glottis, or larynx, airway obstruction may occur. Patients who develop an anaphylactic reaction
with or without angioedema after treatment with oral Gynostrogen Vaginal Cream should not receive orally
Gynostrogen Vaginal Cream again.

Hereditary Angioedema

Exogenous estrogens may exacerbate symptoms of angioedema in women with hereditary angioedema.
Exacerbation of Other Conditions:

Estrogen therapy may cause an exacerbation of asthma, diabetes mellitus, epilepsy, migraine, porphyria,
systemic lupus erythematosus, and hepatic hemangiomas and should be used with caution in women with
these conditions.

Effects on Barrier Contraception:

Gynostrogen Vaginal Cream exposure has been reported to weaken latex condoms. The potential for
Gynostrogen Vaginal Cream to weaken and contribute to the failure of condoms, diaphragms, or cervical
caps made of latex or rubber should be considered.

Adverse Reactions:

Cardiovascular Disorders, Malignant Neoplasms, Abdominal Pain, Headache , Moniliasis , Pain , Pelvic
Pain , Migraine , Vasodilation , Muscle Cramp , Dizziness , Acne , Erythema , Pruritus , Breast Enlargement
, Breast Pain , Dysuria , Leukorrhea , Metrorrhagia , Urinary Frequency , Urinary Tract Infection , Urinary
Urgency , Vaginal Hemorrhage , Vaginal Moniliasis , Vaginitis , Vulvovaginal Disorder .

Drug Interactions

No drug interaction studies have been conducted for Gynostrogen Vaginal Cream.

Pregnancy

Gynostrogen Vaginal Cream should not be used during pregnancy. There appears to be little or no
increased risk of birth defects in children born to women who have used estrogens and progestins as an oral
contraceptive inadvertently during early pregnancy

Nursing Mothers:

Gynostrogen Vaginal Cream should not be used during lactation. Estrogen administration to nursing women
has been shown to decrease the quantity and quality of the breast milk. Detectable amounts of estrogens
have been identified in the breast milk of women receiving estrogen therapy.

Pediatric Use:

Gynostrogen Vaginal Cream is not indicated in children.

Overdosage

Overdosage of estrogen may cause nausea, vomiting, breast tenderness, abdominal pain, drowsiness and
fatigue, and withdrawal bleeding may occur in women. Treatment of overdose consists of discontinuation of
This therapy with institution of appropriate symptomatic care

Storage conditions: Store at 20-25°C.

Packaging: Aluminum tube contains 30g Gynostrogen Cream supplied with a dosage applicator, packed
in a cardboard box.

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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