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CYC LOGYN ON Sugar coated tablets M

Norgestrel + Estradiol valerate

Composition: 21 Tablets:

11 white Tablets of 2 mg estradiol valerate each.

10 brown Tablets of 500 mcg norgestrel+ 2 mg estradiol valerate each.

Excipients: corn starch, lactose, povidone k30, magnesium stearate.

Coating excipients: Sucrose, talc, povidone k 90, poly ethylene glycol 6000, calcium
carbonate, carnuba wax, ferric oxide (only for brown tablets).

Mechanism of action:

The estrogen in this product is estradiol valerate, a prodrug of the natural human
17sestradiol. Synthetic 17 B-estradiol, is chemically and biologically identical to endogenous
human estradiol. It substitutes for the loss of oestrogen production in menopausal women,
and alleviates menopausal symptoms.

Oestrogens prevent bone loss following menopause or Ovariectomy. The constituent
norgestrel is a synthetic progestogen. As oestrogens promote the growth of the
endometrium, unopposed oestrogen increase the risk of endometrial hyperplasia and
cancer. The addition of a progestagen greatly reduces the oestrogen induced risk of
endometrial hyperplasia in non-hysterectomised women.

Pharmacokinetic:

Estradiol valerate

Absorption:

Estradiol valerate is rapidly and completely absorbed. Only about 3 % of estradiol becomes
bioavailable after oral administration of estradiol valerate. Food does not affect the
bioavailability of estradiol.

Distribution:

Maximum concentrations of estradiol in serum of are generally reached between 4-9 hours
after tablet intake. Estradiol binds to albumin and the sex hormone binding globulin (SHBG).
The unbound fraction of estradiol in serum is about 1-1.5 %.

Metabolism :

Estradiol is mainly metabolized in the liver but also extrahepatically e.g. in gut, kidney,
skeletal muscles and target organs.

Elimination:

A certain proportion of estradiol metabolites are excreted in the bile and undergo a so-called
enterohepatic circulation. Ultimately estradiol metabolites are mainly excreted as sulfates
and glucuronides with the urine.

Norgestrel

Absorption:

After oral administration, norgestrel is absorbed rapidly and completely.

Distribution:

maximum concentrations of levonorgestrel in serum are already reached within 1-1.5 hours
after a single administration, The mean terminal half-life of 27 hours. Levonorgestrel binds to
albumin and SHBG. Only about 1-1.5 % of the total levonorgestrel concentration in serum is
not protein-bound.

Metabolism :

Norgestrel is completely metabolized. Biotransformation of the active substance
levonorgestrel follows the known pathways of steroid metabolism.

Elimination:

The total clearance rate of levonorgestrel from serum is 1 mli/min/kg. With a half-life of about
1 day, approximately the same proportions of the metabolites of norgestrel are excreted with
the urine and the bile.

Indications:

Hormone replacement therapy (HRT) for oestrogen deficiency symptoms in perimenopausal
and postmenopausal women.

Prevention of osteoporosis in postmenopausal women at high risk of future fractures who are
intolerant of, or contraindicated for, other medicinal products approved for the prevention of
osteoporosis.

Contraindications:

-Known, past or suspected breast cancer

-Known or suspected oestrogen-dependent malignant tumours (e.g. endometrial cancer)
-Undiagnosed genital bleeding

-Untreated endometrial hyperplasia

-Previous or current venous thromboembolism (deep venous thrombosis, pulmonary
embolism)

-Known thrombophilic disorders (e.g. protein C, protein S, or antithrombin deficiency
-Active or recent arterial thromboembolic disease (e.g. angina, myocardial infarction)
-Acute liver disease, or a history of liver disease as long as liver function tests have failed to
return to normal

-Known hypersensitivity to the active substances or to any of the excipients

- An allergic reaction to estradiol or norgestrel

-Porphyria.

Undesirable effects:

During the first few months treatment, breakthrough bleeding, spotting and breast
tenderness or enlargement can occur. These are usually temporary and normally disappear
after continued treatment.

Common: Weight increase or Weight decrease, Headache, Abdominal pain, Nausea, Rash,
Pruritus, Uterine/Vaginal bleeding including Spotting (bleeding irregularities usually subside
during continued treatment).

Uncommon: Hypersensitivity reaction, Depressed mood, Dizziness, Visual disturbances,
Palpitations, Dyspepsia, Erythema nodosum, Urticaria, Breast pain, Breast tenderness,
Edema.

Warnings and precautions:

Conditions that need supervision

- Leiomyoma (uterine fibroids) or endometriosis

- Risk factors for thromboembolic disorders

- Risk factors for oestrogen dependent tumours, e.g. 1st degree heredity for breast cancer
- Hypertension

- Liver disorders (e.g. liver adenoma)

- Diabetes mellitus with or without vascular involvement

- cholelithiasis

- Migraine or severe headache

- Systemic lupus erythematosus

- Chorea minor

- A history of endometrial hyperplasia

- Epilepsy

- Asthma

- otosclerosis

- Hereditary angioedema

- A periodic measurement of prolactin levels is necessary if the patient suffers from
prolactinoma.

Reasons for immediate withdrawal of therapy:

Therapy should be discontinued in case a contra-indication is discovered and in the following situations:

- significant increase in blood pressure

- pregnancy

- jaundice or deterioration in liver function.

- migrainous headaches occur for the first time

Endometrial Hyperplasia:

In women with an intact uterus the risk of endometrial hyperplasia and carcinoma is increased when
oestrogens are administered alone for prolonged periods. The addition of a progestagen for 10 days per
cycle in non-hysterectomised women reduces, but does not eliminate, this risk.

Breast Cancer:

There is an increased risk of breast cancer in women taking combined oestrogen-progestagen for HRT that
becomes apparent after about 3 years.

Ovarian cancer:

Ovarian cancer is much rarer than breast cancer.

A slightly increased risk in women taking oestrogen-only or combined oestrogen-progestagen HRT, which
becomes apparent within 5 years of use and diminishes over time after stopping.

Venous Thromboembolism (VTE):

Patients with known thrombophilic states have an increased risk of VTE and HRT may add to this risk. HRT
is therefore contraindicated in these patients.

As in all postoperative patients, prophylactic measures need to be considered to prevent VTE following
surgery. Treatment should not be restarted until the woman is completely mobilised.

Women already on chronic anticoagulant treatment require careful consideration of the benefit-risk of use
of HRT. Patients should be told to contact their doctors immediately when they are aware of a potential
thromboembolic symptom (e.g. painful swelling of leg, sudden pain in chest, dyspnoea)

Coronary Arterial Disease (CAD):

The relative risk of CAD during use of combined oestrogen+progestagen HRT is slightly increased. This risk
will rise with more advanced age.

Ischaemic Stroke:

Combined oestrogen-progestagen and oestrogen-only therapy are associated with an up to 1.5-fold
increase in risk of ischaemic stroke.

Liver tumor:

In rare cases benign, and even more rarely, malignant liver tumors have been observed after the use of
hormonal substances such as those contained in HRT products. In isolated cases, these tumors led to
life-threatening intra-abdominal hemorrhage.

Other Conditions:

«Oestrogens may cause fluid retention, and therefore patients with cardiac or renal dysfunction should be
carefully observed.

*Women with pre-existing hypertriglyceridemia should be followed closely during oestrogen replacement or
hormone replacement therapy, since rare cases of large increases of plasma triglycerides leading to
pancreatitis have been reported with oestrogen therapy in this condition.

*Oestrogens increase thyroid binding globulin (TBG) leading to increased circulating total thyroid hormone,
T4 levels , or T3 levels .

*Other binding proteins may be elevated in serum, i.e. corticoid binding globulin (CBG),
sex-hormone-binding globulin (SHBG) leading to increased circulating corticosteroids and sex steroids,
respectively. Other plasma proteins may be increased (angiotensinogen/renin substrate, alpha-I-antitrypsin,
ceruloplasmin).

*There is some evidence of increased risk of probable dementia in women who start using continuous
combined or oestrogen-only HRT after the age of 65.

«Cyclogynon cannot be used as a contraceptive.

*Hormonal contraception should be stopped when treatment with Cyclogynon is started and the patient
should be advised to take non-hormonal contraceptive precautions.

*In women with hereditary angioedema exogenous estrogens may induce or exacerbate symptoms of
angioedema.

Lactose:

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take Cyclogynon.

Pregnancy and lactation:

Cyclogynon is not indicated during pregnancy or lactation.

If pregnancy occurs during medication with this product treatment should be withdrawn immediately.

Drug Interactions:

The metabolism of oestrogens and progestagens may be increased by concomitant use of substances
known to induce drug-metabolising enzymes, specifically cytochrome P450 enzymes, such as
anticonvulsants (e.g. phenobarbital, phenytoin, carbamazepine), and anti-infectives (e.g. rifampicin,
rifabutin, nevirapine, efavirenz).

Ritonavir and nelfinavir, although known as strong inhibitors, by contrast exhibit inducing properties when
used concomitantly with steroid hormones. Herbal preparations containing St John's Wort (Hypericum
Perforatum) may induce the metabolism of oestrogens and progestagens.

Clinically, an increased metabolism of oestrogens and progestagens may lead to decreased efficacy and
changes in uterine bleeding profile.

The requirement for oral antidiabetics or insulin can change.

Dosage and method of administration:

Cyclogynonis a cyclic HRT product.

One tablet is to be taken orally once a day for 21 days, followed by a 7 day tablet free interval. Therefore
each new pack is started after a 28 day cycle. The white tablets should be taken from days 1 to 11 followed
by the brown tablets from days 12 to 21. It is recommended that the tablets are taken at the same time every
day.

For initiation and continuation of treatment of peri- and post-menopausal symptoms the lowest effective
dose for the shortest duration should be used. For the prevention of osteoporosis Cyclogynon should be
used.

For women still having periods, the first tablet should be taken on the 5th day of their menstrual period. If
menstruation has stopped, or is infrequent or sporadic, then the first tablet can be taken any time.

If the patient is being transferred from a continuous HRT product, the patient may start Cyclogynon on any
convenient day. For those transferring from a cyclic or sequential product, Cyclogynon should be started
following completion of the previous regimen.

If a tablet is missed, it should be taken as soon as possible, unless it is more than 12 hours late. In this case
the missed tablet should be left in the pack and the next tablet taken at the right time. Missing a dose may
result in breakthrough bleeding or spotting.

Unless there is a previous diagnosis of endometriosis, it is not recommended that progestagen-containing
HRT be given to hysterectomised women.

Children and adolescents:

Cyclogynon is not indicated for use in children and adolescents.

Geriatric patients:

There are no data suggesting a need for dosage adjustment in women aged 65 years or older.

Overdose:

There have been no reports of ill-effects from overdosage. There are no specific antidotes, and therefore
treatment should be symptomatic.

Storage conditions: Store between 15-30°C.

Packaging: One PVC-Alu blister contains 21 sugar coated tablets (11 white tablets+ 10 brown tablets)
packed in a cardboard box

THIS IS A MEDICAMENT

- Amedicament is a product but unlike any other products

- Amedicament is a product which affects your health, and its consumption contrary to
instructions s 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 ot 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
(Coundil of Arab Health Ministers) (Arab Pharmacists Association)
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