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	טקסט חדש

	Quantitative and qualitative composition
	Each 20 cm2 transdermal patch contains 6 mg norelgestromin (NGMN) and 600 micrograms ethinyl estradiol (EE).

Each transdermal patch releases an average of 203 micrograms of NGMN and 33.9 micrograms of EE per 24 hours. Medicinal product exposure is more appropriately characterized by the pharmacokinetic profile (see section 5.2).

Each 20 cm2 transdermal patch contains 6 mg norelgestromin (NGMN) and 600 micrograms ethinyl estradiol (EE).

Each transdermal patch releases an average of 203 micrograms of NGMN and 33.9 micrograms of EE per 24 hours. Medicinal product exposure is more appropriately characterized by the pharmacokinetic profile (see section 5.2).


	EVRA is a transdermal patch containing Each 20 cm2 transdermal patch contains 6 mg norelgestromin (NGMN) and 600 micrograms ethinyl estradiol (EE).

Each transdermal patch releases an average of 203 micrograms of NGMN and 33.9 micrograms of EE per 24 hours. Medicinal product exposure is more appropriately characterized by the pharmacokinetic profile (see section 5.2).

Each EVRA transdermal patch has a contact surface area of 20 cm2 and is designed to provide continuous delivery of NGMN and EE into the bloodstream over a seven-day duration of wear. (See Section 5.2 Pharmacokinetic Properties.)
EVRA is a transdermal patch containing Each 20 cm2 transdermal patch contains 6 mg norelgestromin (NGMN) and 600 micrograms ethinyl estradiol (EE).

Each transdermal patch releases an average of 203 micrograms of NGMN and 33.9 micrograms of EE per 24 hours. Medicinal product exposure is more appropriately characterized by the pharmacokinetic profile (see section 5.2).

Each EVRA transdermal patch has a contact surface area of 20 cm2 and is designed to provide continuous delivery of NGMN and EE into the bloodstream over a seven-day duration of wear. (See Section 5.2 Pharmacokinetic Properties.)

	Method of administration
	EVRA should be applied to clean, dry, hairless, intact healthy skin on the buttock, abdomen, upper outer arm or upper torso, in a place where it will not be rubbed by tight clothing. EVRA should not be placed on the breasts or on skin that is red, irritated or cut. Each consecutive patch should be applied to a different place on the skin to help avoid potential irritation, although they may be kept within the same anatomic site.

The patch should be pressed down firmly until the edges stick well.

To prevent interference with the adhesive properties of the patch, no make-up, creams, lotions, powders or other topical products should be applied to the skin area where the patch is placed or where it will be applied shortly.

It is recommended that users visually check their patch daily to ensure continued proper adhesion.  

Used patches should be discarded carefully in accordance with the instructions given in section 6.6.
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	EVRA should be applied to clean, dry, hairless, intact healthy skin on the buttock, abdomen, upper outer arm or upper torso, in a place where it will not be rubbed by tight clothing. EVRA should not be placed on the breasts or on skin that is red, irritated or cut. Each consecutive EVRA patch should be applied to a different place on the skin to help avoid potential irritation, although they may be kept within the same anatomic site.

The patch should be pressed down firmly until the edges stick well.

To prevent interference with the adhesive properties of EVRA the patch, no make-up, creams, lotions, powders or other topical products should be applied to the skin area where the EVRA patch is currently placed or where it will be applied shortly.

It is recommended that users visually check their patch daily to ensure continued proper adhesion.  

Used patches should be discarded carefully in accordance with the instructions given in section 6.6.
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	Posology and method of administration
	To achieve maximum contraceptive effectiveness, patients must be advised to use EVRA exactly as directed. For initiation instructions see ‘How to start EVRA’ below.
Under no circumstances should there be more than a 7-day patch-free interval between dosing cycles. If there are more than 7 patch-free days, the user may not be protected against pregnancy. A non-hormonal contraceptive must then be used concurrently for 7 days. As with combined oral contraceptives, the risk of ovulation increases with each day beyond the recommended contraceptive-free period. If intercourse has occurred during such an extended patch-free interval, the possibility of fertilisation should be considered
A patch should not be reapplied if it is no longer sticky. If a patch cannot be reattached, a new patch should be applied immediately. Supplemental adhesives or wraps should not be used to hold the EVRA patch in place.
· At the start of any patch cycle (Week One/Day 1): 
The user may not be protected from pregnancy. The user should apply the first patch of the new cycle as soon as remembered. There is now a new patch “Change Day” and a new “Day 1”. A non-hormonal contraceptive must be used concurrently for the first 7 days of the new cycle. If intercourse has occurred during such an extended patch-free interval, the possibility of fertilization should be considered. 

· In the middle of the cycle (Week Two/ Day 8 or Week Three/ Day 15): 

-for one or two days (up to 48 hours): The user should apply a new EVRA patch immediately. The next EVRA patch should be applied on the usual “Change Day”. 


	To achieve maximum contraceptive effectiveness, patients must be advised to use EVRA must be used exactly as directed. For initiation instructions see ‘How to start EVRA’ below.
Under no circumstances should there be more than a 7-day patch-free interval between dosing cycles. If there are more than 7 patch-free days, the user may not be protected against pregnancy. A non-hormonal contraceptive must then be used concurrently for 7 days. As with combined oral contraceptives, the risk of ovulation increases with each day beyond the recommended contraceptive-free period. If intercourse coital exposure has occurred during such an extended patch-free interval, the possibility of fertilisation should be considered.
A patch should not be reapplied if it is no longer sticky, if it has become stuck to itself or another surface , if it has other material stuck to it or if it has become loose or fallen off before. If a patch cannot be reattached, a new patch should be applied immediately. Supplemental adhesives or wraps should not be used to hold the EVRA patch in place. 
· At the start of any patch cycle (Week One/Day 1): 
The user may not be protected from pregnancy. The user should apply the first patch of the new cycle as soon as remembered. There is now a new patch “Change Day” and a new “Day 1”. A non-hormonal contraceptive must be used concurrently for the first 7 days of the new cycle. If intercourse coital exposure has occurred during such an extended patch-free interval, the possibility of fertilization should be considered. 

· In the middle of the cycle (Week Two/ Day 8 or Week Three/ Day 15): 

-for one or two days (up to 48 hours): The user should apply a new EVRA patch immediately. The next EVRA patch should be applied on the usual “Change Day”. No additional contraceptive use is required.


	Change day adjustment
	In order to postpone a menstrual period for one cycle, the woman must apply another patch at the beginning of Week 4 (Day 22) thus not observing the patch free interval. Breakthrough bleeding or spotting may occur. After 6 consecutive weeks of patch wear, there should be a patch free interval of 7 days. Following this, the regular application of EVRA is resumed.

If the user wishes to move the Change Day the current cycle should be completed, removing the third EVRA patch on the correct day. During the patch-free week a new Change Day may be selected by applying the first EVRA patch of the next cycle on the first occurrence of the desired day. In no case should there be more than 7 consecutive patch-free days. 

The shorter the patch-free interval, the higher the risk that the user does not have a withdrawal bleed and may experience breakthrough bleeding and spotting during the subsequent treatment cycle.
	In order to postpone a menstrual period for one cycle, the woman must apply another patch at the beginning of Week 4 (Day 22) thus not observing the patch free interval. Breakthrough bleeding or spotting may occur. After 6 consecutive weeks of patch wear, there should be a patch free interval of 7 days. Following this, the regular application of EVRA is resumed.

If the user wishes to move the Change Day the current cycle should be completed, removing the third EVRA patch on the correct day. During the patch-free week a new Change Day may be selected by applying the first EVRA patch of the next cycle on the first occurrence of the desired day. In no case should there be more than 7 consecutive patch-free days. 

The shorter the patch-free interval, the higher the risk that the user does not have a withdrawal bleed and may experience breakthrough bleeding and spotting during the subsequent treatment cycle.

	Switching from an oral contraceptive 
	Treatment with EVRA should begin on the first day of withdrawal bleeding. If there is no withdrawal bleeding within 5 days of the last active (hormone containing) tablet, pregnancy must be ruled out prior to the start of treatment with EVRA. If therapy starts after the first day of withdrawal bleeding, a non-hormonal contraceptive must be used concurrently for 7 days.

If more than 7 days elapse after taking the last active oral contraceptive tablet, the woman may have ovulated . and should, therefore, be advised to consult a physician before initiating treatment with EVRA. If intercourse has occurred during such an extended pill-free interval, the possibility of pregnancy should be considered.

When changing from a progestogen-only-method
The woman may switch any day from the minipill (from an implant on the day of its removal, from an injectable when the next injection would be due), but a back-up barrier method of birth control must be used during the first 7 days.
	Treatment with EVRA should begin on the first day of withdrawal bleeding. If there is no withdrawal bleeding within 5 days of the last active (hormone containing) tablet, pregnancy must be ruled out prior to the start of treatment with EVRA. If therapy starts after the first day of withdrawal bleeding, a non-hormonal contraceptive must be used concurrently for 7 days.

If more than 7 days elapse after taking the last active oral contraceptive tablet, the woman patient may have ovulated . and should, therefore, be advised The patient should be instructed  to consult a physician before initiating treatment with EVRA. If intercourse coital exposure has occurred during such an extended pill patch-free interval, the possibility of pregnancy should be considered.

When changing from a progestogen-only-method

The woman may switch any day from the minipill (from an implant on the day of its removal, from an injectable when the next injection would be due), but a back-up barrier method of birth control must be used during the first 7 days.

	Use after childbirth
	Users who choose not to breast-feed should start contraceptive therapy with EVRA no sooner than 4 weeks after child-birth
 When starting later, the woman should be advised to additionally use a barrier method for the first 7 days. However, if intercourse has already occurred, pregnancy should be excluded before the actual start of EVRA or the woman has to wait for her first menstrual period.
	Users who choose elect not to breast-feed should start contraceptive therapy with EVRA no sooner than 4 weeks after child-birth. (See Sections 4.6 Pregnancy and Lactation and Sections 4.4.5 Thromboembolic and Other Vascular Disorders.)
 When starting later, the woman should be advised to additionally use a barrier method for the first 7 days. However, if intercourse has already occurred, pregnancy should be excluded before the actual start of EVRA or the woman has to wait for her first menstrual period.

	Breakthrough bleeding or spotting
	
	In the event of breakthrough bleeding or spotting (bleeding that occurs during EVRA usage), treatment should be continued. This type of bleeding usually disappears after the first few cycles. If breakthrough bleeding persists, a cause other than EVRA should be considered. 

The incidence of breakthrough bleeding and spotting with EVRA is statistically and clinically comparable to that seen with oral contraceptives containing 20 – 40 mcg of EE. 

In the event of no withdrawal bleeding (bleeding that should occur during the patch-free week), treatment should be continued on the next scheduled Change Day. If EVRA has been used correctly, the absence of withdrawal bleeding is not necessarily an indication of pregnancy. Nevertheless, the possibility of pregnancy should be ruled out if absence of withdrawal bleeding occurs in 2 consecutive cycles.

	
	In case of minor skin irritation
	In case of minor skin irritation

	Special populations
	Body weight equal or greater than 90 kg: contraceptive efficacy may be decreased in women weighing equal or greater than 90 kg.
Renal impairment: EVRA has not been studied in women with renal impairment. No dose adjustment is necessary but as there is a suggestion in the literature that the unbound fraction of ethinyl estradiol is higher, EVRA should be used with supervision in this population.

Hepatic impairment: EVRA has not been studied in women with hepatic impairment. EVRA is contraindicated in women with hepatic impairment. (see section 4.3).

Post-menopausal women: EVRA is not intended for use as hormonal replacement therapy. 
Children and adolescents: EVRA is not recommended for use in children and adolescents under age 18 due to insufficient data on safety and efficacy.  
	Body weight equal or greater than 90 kg: contraceptive efficacy may be decreased in women weighing equal or greater than 90 kg.
Renal impairment: EVRA has not been studied in women with renal impairment. No dose adjustment is necessary but as there is a suggestion in the literature that the unbound fraction of ethinyl estradiol is higher, EVRA should be used with supervision in this population.

Hepatic impairment: EVRA has not been studied in women with hepatic impairment. EVRA is contraindicated in women with hepatic impairment this population. (see section 4.3).
Post-menopausal womenElderly: EVRA is nNot intended for use by as hormonal replacement therapy. By post-menopausal women.

Children and adolescents: EVRA is not recommended for use in children and adolescents under age 18 due to insufficient data on safety and efficacy.  

Children: Safety and efficacy of EVRA was established in women from 18 years of age. Safety and efficacy are expected to be the same for postpubertal adolescents and the same dosage is recommended in these subjects. Use of EVRA before menarche is not indicated.

	Contraindications
	EVRA should not be used in the presence of one of the following disorders. If one of these disorders occurs during the use of EVRA, EVRA must be discontinued immediately.

-       Thrombophlebitis, thromboembolic disorders
· A past history of deep vein Thrombophlebitis

· Known thrombophilic conditions

· Presence or history of venous thrombosis, with or without the involvement of pulmonary embolism 

· Presence or history of arterial thrombosis (e.g., cerebrovascular accident, myocardial infarction, retinal thrombosis) or prodrome of a thrombosis (e.g., angina pectoris or transient ischaemic attack)

· The presence of serious or multiple risk factor(s) for the occurrence of arterial thrombosis: 

· Hereditary dyslipoproteinemia

· Possible hereditary predisposition for venous or arterial thrombosis, such as activated protein C (APC-) resistance, antithrombin-III deficiency, protein C deficiency, protein S deficiency, hyperhomocysteinemia, and antiphospholipid antibodies (anticardiolipin antibodies, lupus anticoagulant)

· Valvular heart disease with complications

· Severe hypertension (Persistent blood pressure values of (160 mm Hg systolic or (100 mm Hg diastolic)
	EVRA should not be used in the presence of one of the following disorders. If one of these disorders occurs during the use of EVRA, EVRA must be discontinued immediately.

EVRA should not be used in women who currently have the following conditions:
-       Thrombophlebitis, thromboembolic disorders
· A past history of deep vein Thrombophlebitis or thromboembolic disorders
· Known thrombophilic conditions

· Cerebrovascular or coronary disease

· Presence or history of venous thrombosis, with or without the involvement of pulmonary embolism 

· Presence or history of arterial thrombosis (e.g., cerebrovascular accident, myocardial infarction, retinal thrombosis) or prodrome of a thrombosis (e.g., angina pectoris or transient ischaemic attack)

· The presence of serious or multiple risk factor(s) for the occurrence of arterial thrombosis: 

· Hereditary dyslipoproteinemia

· Possible hereditary predisposition for venous or arterial thrombosis, such as activated protein C (APC-) resistance, antithrombin-III deficiency, protein C deficiency, protein S deficiency, hyperhomocysteinemia, and antiphospholipid antibodies (anticardiolipin antibodies, lupus anticoagulant)

· Valvular heart disease with complications

· Severe hypertension (Persistent blood pressure values of (160 mm Hg systolic or (100 mm Hg diastolic)

	Special warnings and precautions for use

	There is no clinical evidence indicating that a transdermal patch is, in any aspect, safer than combined oral contraceptives.

EVRA is not indicated during pregnancy (see section 4.6).
When EVRA was used correctly in clinical trials, the chance of becoming pregnant was less than 1% in the first year of use. The chance of becoming pregnant increases with dosing errors.
If any of the conditions/risk factors mentioned below is present, the benefits of the use of EVRA should be weighed against the possible risks for each individual woman and discussed with the woman before she decides to start using EVRA. In the event of aggravation, exacerbation or first appearance of any of these conditions or risk factors, the woman should be emphatically told to contact her physician who will decide on whether its use should be discontinued.

Thromboembolic and Other Vascular Disorders

The use of any combined hormonal contraceptive, including EVRA, carries an increased risk of venous thromboembolism (deep vein thrombosis, pulmonary embolism) compared to no use.  Epidemiological studies have shown that the incidence of venous thromboembolism (VTE) in women with no other risk factors for VTE who use low dose oestrogen (<50 micrograms ethinyl estradiol) combined contraceptives ranges from about 20 to 40 cases per 100,000 women-years, but this risk estimate varies according to the type of progestagen.  This compares with 5 to 10 cases per 100,000 women-years for non-users and 60 cases per 100,000 pregnancies.  VTE is fatal in 1%-2% of cases.

Epidemiologic, case-control studies were conducted in the U.S. using healthcare claims data to evaluate the risk of venous thromboembolism (VTE) among women aged 15–44 who used ORTHO EVRA® (a transdermal patch bioequivalent to EVRA) compared to women who used oral contraceptives containing 30-35 mcg of ethinyl estradiol (EE) and either norgestimate (NGM) or levonorgestrel (LNG). NGM is the prodrug for norelgestromin, the progestin in ORTHO EVRA®. These studies (see Table 1) used slightly different designs and reported odds ratios ranging from 0.9 (indicating no increase in risk) to 2.5 (indicating an approximate doubling of risk). One study (i3 Ingenix) included patient chart review to confirm the VTE occurrence. Two studies using different databases were conducted by the Boston Collaborative Drug Surveillance Program (BCDSP) with LNG-containing oral contraceptives as the comparator.
Epidemiological studies have also associated the use of combined oral contraceptives (COCs) with an increased risk for arterial (myocardial infarction, transient ischaemic attack, stroke) thromboembolism.

Extremely rarely, thrombosis has been reported to occur in other blood vessels e.g., hepatic, mesenteric, renal, cerebral or retinal veins and arteries, in COC users. There is no consensus as to whether the occurrence of these events is associated with the use of COCs.

Symptoms of venous or arterial thrombosis can include:

Unilateral leg pain, and/or swelling

Sudden severe pain in the chest with possible radiation to the left arm

Sudden breathlessness, sudden onset of coughing without a clear cause

Any unusual, severe, prolonged headache

Sudden partial or complete loss of vision

Diplopia

Slurred speech or aphasia

Vertigo; collapse with or without focal seizure

Weakness or very marked numbness suddenly affecting one side or one part of the body

Motor disturbances

‘Acute’ abdominal pain

The risk of venous thromboembolism in combined contraceptives users increases with:

Increasing age

A positive family history (i.e. venous thromboembolism ever in a sibling or parent at relatively early age). If a hereditary predisposition is suspected, the woman should be referred to a specialist for advice before deciding about any hormonal contraceptive use

Prolonged immobilisation, major surgery to the legs, or major trauma. In these situations it is advisable to discontinue use (in the case of elective surgery at least 4 weeks in advance) and not to resume until two weeks after complete remobilisation

Obesity (body mass index over 30 kg/m²)

Possibly also with superficial thrombophlebitis and varicose veins. There is no consensus about the possible role of these conditions in the aetiology of venous thrombosis.

The risk of arterial thromboembolic complications in combined contraceptives users increases with:

Increasing age;

Smoking (with heavier smoking and increasing age the risk further increases, especially in women over 35 years of age);

Dyslipoproteiniaemia;

Obesity (body mass index over 30 kg/m²);

Hypertension;

Valvular heart disease;

Atrial fibrillation;

A positive family history (arterial thrombosis ever in a sibling or parent at a relatively early age). If a hereditary predisposition is suspected, the woman should be referred to a specialist for advice before deciding about any hormonal contraceptive use.

Biochemical factors that may be indicative of hereditary or acquired predisposition for venous or arterial thrombosis include Activated Protein C (APC) resistance, hyper homocysteinaemia, antithrombin-III deficiency, protein C deficiency, protein S deficiency, antiphospholipid antibodies (anticardiolipin antibodies, lupus anticoagulant).

Other medical conditions, which have been associated with adverse circulatory events, included diabetes mellitus, systemic lupus erythematosus, haemolytic uraemic syndrome, chronic inflammatory bowel disease (e.g., Crohn’s disease or ulcerative colitis).

The increased risk for thromboembolism in the puerperium must be considered (see section 4.6).

An increase in frequency or severity of headache (which may be prodromal of a cerebrovascular event) may be a reason for immediate discontinuation of combination contraceptives.

Women using combined contraceptives should be emphatically advised to contact their physician in case of possible symptoms of thrombosis. In case of suspected or confirmed thrombosis, hormonal contraceptive use should be discontinued. Adequate contraception should be initiated because of the teratogenicity of anti-coagulant therapy (coumarins).

Tumours

An increased risk of cervical cancer in long-term users of COCs has been reported in some epidemiological studies, but there continues to be controversy about the extent to which this finding is attributable to the compounding effects of sexual behaviour and other factors such as human papilloma virus (HPV).

A meta-analysis of 54 epidemiological studies reported that there is a slightly increased risk (RR = 1.24) of having breast cancer diagnosed in women who are currently using COCs. The excess risk gradually disappears during the course of the 10 years after cessation of COC use. Because breast cancer is rare in women under 40 years of age, the excess number of breast cancer diagnoses in current and recent COC users is small in relation to the overall risk of breast cancer. The breast cancers diagnosed in ever-users tend to be less advanced clinically than the cancers diagnosed in never-users. The observed pattern of increased risk may be due to an earlier diagnosis of breast cancer in COC users, the biological effects of COCs or a combination of both.

In rare cases, benign liver tumours, and even more rarely, malignant liver tumours have been reported in users of COCs. In isolated cases, these tumours have led to life-threatening intra-abdominal haemorrhages. Therefore a hepatic tumour should be considered in the differential diagnosis when severe upper abdominal pain, liver enlargement or signs of intra-abdominal haemorrhage occur in women using EVRA.

Other conditions

Contraceptive efficacy may be reduced in women weighing equal or greater than 90 kg (see sections 4.2 and 5.1).

Women with hypertriglyceridaemia, or a family history thereof, may be at an increased risk of pancreatitis when using combination hormonal contraceptives.

Although small increases of blood pressure have been reported in many women using hormonal contraceptives, clinically relevant increases are rare. A definitive relationship between hormonal contraceptive use and clinical hypertension has not been established. If, during the use of a combination hormonal contraceptive in pre-existing hypertension, constantly elevated blood pressure values or a significant increase in blood pressure do not respond adequately to antihypertensive treatment, the combination hormonal contraceptive must be withdrawn. Combination hormonal contraceptive use may be resumed if normotensive values can be achieved with antihypertensive therapy. 

The following conditions have been reported to occur or deteriorate with both pregnancy and COC use, but the evidence of an association with COC use is inconclusive: Jaundice and/or pruritus related to cholestasis; gallstones; porphyria; systemic erythematosus; haemolytic ureamic syndrome; Sydenham’s chorea; herpes gestationis; otosclerosis-related hearing loss.

Acute or chronic disturbances of liver function may necessitate the discontinuation of combination hormonal contraceptives until markers of liver function return to normal. Recurrence of cholestatic-related pruritus, which occurred during a previous pregnancy or previous use of sex steroids necessitates the discontinuation of combination hormonal contraceptives.

Although combined hormonal contraceptives may have an effect on peripheral insulin resistance and glucose tolerance there is no evidence for a need to alter the therapeutic regimen in diabetes during use of combined hormonal contraception. However, diabetic women should be carefully observed, particularly in the early stage of EVRA use.

Worsening of endogenous depression, of epilepsy, of Crohn’s disease and of ulcerative colitis has been reported during COC use.

Chloasma may occasionally occur with the use of hormonal contraception, especially in users with a history of chloasma gravidarum. Users with a tendency to chloasma should avoid exposure to the sun or ultraviolet radiation while using EVRA. Chloasma is often not fully reversible.

Medical examination/consultation

Prior to the initiation or reinstitution of EVRA a complete medical history (including family history) should be taken and pregnancy should be ruled out. Blood pressure should be measured and a physical examination should be performed guided by the contraindications (see section 4.3) and warnings (see section 4.4). The woman should also be instructed to carefully read the package leaflet and to adhere to the advice given.

The frequency and nature of subsequent examinations should be based on established guidelines and be adapted to the individual woman on the basis of clinical impression.

Women should be advised that hormonal contraceptives do not protect against HIV infections (AIDS) and other sexually transmissible diseases.
Bleeding irregularities

With all combination hormonal contraceptives, irregular blood loss (spotting or breakthrough bleeding) can occur, especially during the initial months of usage. For this reason, a medical opinion on irregular blood loss will only be useful after an adjustment period of approximately three cycles. If breakthrough bleeding persists, or breakthrough bleeding occurs after previously regular cycles, while EVRA has been used according the recommended regimen, a cause other than EVRA should be considered. Non-hormonal causes should be considered and, if necessary, adequate diagnostic measures taken to rule out organic disease or pregnancy. This may include curettage. In some women withdrawal bleeding may not occur during this patch free period. If EVRA has been taken according to the directions described in section 4.2, it is unlikely that the woman is pregnant. However, if EVRA has not been taken according to these directions prior to the first missed withdrawal bleed or if two withdrawal bleeds are missed, pregnancy must be ruled out before EVRA use is continued.

Some users may experience amenorrhoea or oligomenorrhoea after discontinuing hormonal contraception, especially when such a condition was pre-existent.

Herbal preparations containing St John’s Wort (Hypericum perforatum) should not be used while taking EVRA (see section 4.5)


	There is no clinical evidence indicating that a transdermal patch is, in any aspect, safer than combined oral contraceptives.

EVRA is not indicated during pregnancy (see section 4.6). 4.4.1. Smoking and Age 

Cigarette smoking increases the risk of serious cardiovascular side effects from hormonal contraceptive use. This risk increases with age and with heavy smoking (15 or more cigarettes per day) and is quite marked in women over 35 years of age. Women who use hormonal contraceptives, including EVRA, should be strongly advised not to smoke. 

4.4.2. Body Weight ≥ 90 kg 

Analyses of phase III data suggest that EVRA may be less effective in users with body weight ≥ 90 kg than in users with lower body weights. Below 90 kg there was no association between body weight and pregnancy. (See Section 5.1.1 Clinical Studies.) 

4.4.3. General 

In case of undiagnosed, persistent or recurrent abnormal vaginal bleeding, appropriate measures should be taken to rule out malignancy.13,25 

When EVRA was used correctly in clinical trials, the chance of becoming pregnant was less than 1% in the first year of use. The chance of becoming pregnant increases with dosing errors.
 4.4.4. Pre-Existing Conditions 

When weighing the risks/benefits of hormonal contraceptive use, the physician should be familiar with the following conditions that may increase the risk of complications associated with hormonal contraceptive use:

· Conditions which increase the risk of developing venous thromboembolic complications, e.g., prolonged immobilisation or major surgery, leg surgery or a leg cast, obesity, or family history of thromboembolic disease 

· Risk factors for arterial disease, e.g., smoking, hyperlipidaemia, hypertension (persistent blood pressure values ≥ 140 mm Hg systolic or ≥ 90 mm Hg diastolic), or obesity 

· Severe migraine without aura 

· Diabetes mellitus

· Severe depression or a history of this condition

· Presence or history of cholelithiasis 

· Chronic Idiopathic Jaundice 

Family history of cholestatic jaundice (e.g., Rotor, Dubin-Johnson Syndrome)
If any of the conditions/risk factors mentioned below is present, the benefits of the use of EVRA should be weighed against the possible risks for each individual woman and discussed with the woman before she decides to start using EVRA. In the event of aggravation, exacerbation or first appearance of any of these conditions or risk factors, the woman should be emphatically told to contact her physician who will decide on whether its use should be discontinued.
4.4.5. Thromboembolic and Other Vascular Disorders
The use of any combined hormonal contraceptive, including EVRA, carries an increased risk of venous thromboembolism (deep vein thrombosis, pulmonary embolism) compared to no use.  Epidemiological studies have shown that the incidence of venous thromboembolism (VTE) in women with no other risk factors for VTE who use low dose oestrogen (<50 micrograms ethinyl estradiol) combined contraceptives ranges from about 20 to 40 cases per 100,000 women-years, but this risk estimate varies according to the type of progestagen.  This compares with 5 to 10 cases per 100,000 women-years for non-users and 60 cases per 100,000 pregnancies.  VTE is fatal in 1%-2% of cases.
An increased risk of thromboembolic and thrombotic disease that could lead to permanent disability or death has been associated with the use of hormonal contraceptives and is well established. Case control studies have found the relative risk of users compared to non-users to be 3 for the first episode of superficial venous thrombosis, 4 to 11 for deep vein thrombosis or pulmonary embolism, and 1.5 to 6 for users with predisposing conditions for venous thromboembolic disease. Studies have shown the relative risk to be somewhat lower, about 3 for new cases and about 4.5 for new cases requiring hospitalisation. The risk of thromboembolic disease associated with hormonal contraceptives is not related to length of use and disappears after the hormonal contraceptive use is stopped.
Epidemiologic, case-control studies were conducted in the U.S. using healthcare claims data to evaluate the risk of venous thromboembolism (VTE) among women aged 15–44 who used ORTHO EVRA® (a transdermal patch bioequivalent to EVRA) compared to women who used oral contraceptives containing 30-35 mcg of ethinyl estradiol (EE) and either norgestimate (NGM) or levonorgestrel (LNG). NGM is the prodrug for norelgestromin, the progestin in ORTHO EVRA®. These studies (see Table 1) used slightly different designs and reported odds ratios ranging from 0.9 (indicating no increase in risk) to 2.5 (indicating an approximate doubling of risk). One study (i3 Ingenix) included patient chart review to confirm the VTE occurrence. Two studies using different databases were conducted by the Boston Collaborative Drug Surveillance Program (BCDSP) with LNG-containing oral contraceptives as the comparator.
As with any combination hormonal contraceptive, the clinician should be alert to the earliest manifestations of thromboembolic disorders (thrombophlebitis, VTE including pulmonary embolism, cerebrovascular disorders, and retinal thrombosis). Should any of these occur or be suspected, EVRA should be discontinued immediately. 

A two- to four-fold increase in the relative risk of post-operative thromboembolic complications has been reported with the use of hormonal contraceptives. The relative risk of venous thrombosis in users who have predisposing conditions is twice that of users without such medical conditions. If feasible, hormonal contraceptives should be discontinued at least four weeks prior to and for two weeks after elective surgery of a type associated with an increase in risk of thromboembolism and during and following prolonged immobilisation. Since the immediate postpartum or post-abortion period is also associated with an increased risk of thromboembolism, hormonal contraceptives should be started as described in Sections 4.2.5 Use After Childbirth and 4.2.6 Use After Abortion or Miscarriage. 

The relative risk of arterial thromboses (e.g., stroke, myocardial infarction) is increased by the presence of other predisposing factors such as cigarette smoking, hypertension, hypercholesterolaemia, obesity, diabetes, history of pre-eclamptic toxaemia and increasing age. Hormonal contraceptives have been associated with these serious vascular complications. The risk of vascular disease may be less severe with hormonal contraceptive formulations containing lower dosages of estrogen and progestogen, although this has not been conclusively established.

The risk of serious cardiovascular side effects increases with age and with heavy smoking and is quite marked in smokers over 35 years of age. Users of hormonal contraceptives should be strongly advised not to smoke.

Due to the vague symptomatology of many thromboembolic events, hormonal contraceptives should be discontinued in cases of suspected thromboses while diagnostic interventions are being pursued. 

There have been clinical reports of retinal thrombosis associated with the use of hormonal contraceptives. Hormonal contraceptives should be discontinued if there is unexplained partial or complete loss of vision; onset of proptosis or diplopia; papilloedema or retinal vascular lesions. Appropriate diagnostic and therapeutic measures should be undertaken immediately. 

4.4.6. Hypertension 

An increase in blood pressure (BP) has been reported in some users taking hormonal contraceptives. Studies indicate that this increase is more likely to occur in older hormonal contraceptive users and with extended duration of use. For many users, elevated blood pressure will return to normal after they stop taking hormonal contraceptives. There is no difference in the occurrence of hypertension between former and never users.In three contraception trials of EVRA (n = 1530, 819, and 748, respectively) mean changes from baseline in systolic and diastolic blood pressure were less than 1 mm mercury. 

Users with hypertension should have their condition under control before hormonal contraceptive therapy can be started. Hormonal contraceptive therapy should be discontinued if significant persistent elevation of blood pressure (≥ 160 mm Hg systolic or ≥ 100 mm Hg diastolic) occurs and cannot be adequately controlled. In general, women who develop hypertension during hormonal contraceptive therapy should be switched to a non-hormonal contraceptive. If other contraceptive methods are not suitable, hormonal contraceptive therapy may continue combined with antihypertensive therapy. Regular monitoring of BP throughout hormonal contraceptive therapy is recommended. 

4.4.7. Hepatic Neoplasia 

Benign hepatic adenomas are associated with combination hormonal contraceptive use. Indirect calculations have estimated the attributable risk to be in the range of 3.3 cases/100,000 for

users, a risk that increases after 4 or more years of use, especially with hormonal contraceptives containing 50 micrograms or more of estrogen. Rupture of benign hepatic adenomas may cause death through intra-abdominal haemorrhage. 

Studies have shown that combination hormonal contraceptive users have an increased risk of developing hepatocellular carcinoma. 

4.4.8. Carcinoma of the Reproductive Organs and Breasts 

Most studies suggest that use of hormonal contraceptives is not associated with an overall increase in the risk of developing breast cancer. Some studies have reported an increased relative risk of developing breast cancer, particularly at a younger age. This increased relative risk has been reported to be related to duration of use, before the first term pregnancy. 

A meta-analysis of 54 epidemiological studies reports that users who are currently using combined hormonal contraceptives or have used them in the past 10 years are at a slightly increased risk of having breast cancer diagnosed, although the additional cancers tend to be localised to the breast. It is not possible to infer from these data whether the patterns of risk observed are due to an earlier diagnosis of breast cancer in ever-users, the biological effects of hormonal contraceptives, or a combination of both factors. This meta-analysis also suggests that the age at which users discontinue the use of combined hormonal contraceptives is an important risk factor for breast cancer; the older the age at stopping, the more breast cancers are diagnosed. Duration of use was considered less important. 

The possible increase in risk of breast cancer should be discussed with users and weighed against the benefits of combined hormonal contraceptives, taking into account the evidence that they offer substantial protection against the risk of developing ovarian and endometrial cancer. 

Some studies suggest that hormonal contraceptive use has been associated with an increased risk of cervical intraepithelial neoplasia in some populations of users. However, there continues to be controversy about the extent to which such findings may be due to differences in sexual behaviour and other factors. 
4.4.9. Metabolic Effects 

Hormonal contraceptives may cause a decrease in glucose tolerance. This effect has been shown to be directly related to estrogen dose. Progestogens increase insulin secretion and create insulin resistance. This effect varies with different progestational agents. However, in the non-diabetic woman, hormonal contraceptives appear to have no effect on fasting blood glucose. Because of these demonstrated effects, pre-diabetic and diabetic users in particular should be monitored carefully while using hormonal contraceptives.

A small proportion of women will have persistent hypertrigylceridemia while taking hormonal contraceptives. Changes in serum triglycerides and lipoprotein levels have been reported in hormonal contraceptive users. 

4.4.10. Headache 

As with all hormonal contraceptives, the following events require discontinuation of EVRA and evaluation of the cause: onset or exacerbation of migraines with or without focal aura; or development of headaches with a new pattern that is recurrent, persistent or severe. 

4.4.11. Bleeding Irregularities 

Breakthrough bleeding, spotting and/or amenorrhea may be encountered in users on hormonal contraceptives, especially during the first 3 months of use. Non-hormonal causes should be considered and, if necessary, adequate diagnostic measures taken to rule out organic disease or pregnancy. 

Some users may experience amenorrhea or oligomenorrhea after discontinuing hormonal contraception, especially when such a condition was pre-existent. 

4.4.12. Chloasma 

Chloasma may occasionally occur with use of hormonal contraception, especially in users with a history of chloasma gravidarum. Users with a tendency to chloasma should avoid exposure to the sun or ultraviolet radiation while using EVRA. Chloasma is often not fully reversible. 
4.4.13. Transdermal versus Oral Contraceptives 

Prescribers should be aware of the differences in pharmacokinetic (PK) profiles of transdermal and oral combined hormonal contraceptives and should exercise caution when making a direct comparison between these parameters. In general, transdermal patches are designed to maintain steady delivery of EE and NGMN over a seven-day period while oral contraceptives are administered on a daily basis and produce daily peaks and troughs. Inter-subject variability (%CV) for PK parameters following delivery from the patch is higher relative to the variability determined from the oral contraceptive. The clinical relevance of the differences in PK profiles between transdermal and oral delivery is not known. (See Section 5.2 Pharmacokinetic Properties, Transdermal versus Oral Contraceptives.)
Epidemiological studies have also associated the use of combined oral contraceptives (COCs) with an increased risk for arterial (myocardial infarction, transient ischaemic attack, stroke) thromboembolism.

Extremely rarely, thrombosis has been reported to occur in other blood vessels e.g., hepatic, mesenteric, renal, cerebral or retinal veins and arteries, in COC users. There is no consensus as to whether the occurrence of these events is associated with the use of COCs.

Symptoms of venous or arterial thrombosis can include:

Unilateral leg pain, and/or swelling

Sudden severe pain in the chest with possible radiation to the left arm

Sudden breathlessness, sudden onset of coughing without a clear cause

Any unusual, severe, prolonged headache

Sudden partial or complete loss of vision

Diplopia
Slurred speech or aphasia

Vertigo; collapse with or without focal seizure

Weakness or very marked numbness suddenly affecting one side or one part of the body

Motor disturbances

‘Acute’ abdominal pain

The risk of venous thromboembolism in combined contraceptives users increases with:

Increasing age

A positive family history (i.e. venous thromboembolism ever in a sibling or parent at relatively early age). If a hereditary predisposition is suspected, the woman should be referred to a specialist for advice before deciding about any hormonal contraceptive use

Prolonged immobilisation, major surgery to the legs, or major trauma. In these situations it is advisable to discontinue use (in the case of elective surgery at least 4 weeks in advance) and not to resume until two weeks after complete remobilisation

Obesity (body mass index over 30 kg/m²)

Possibly also with superficial thrombophlebitis and varicose veins. There is no consensus about the possible role of these conditions in the aetiology of venous thrombosis.

The risk of arterial thromboembolic complications in combined contraceptives users increases with:

Increasing age;

Smoking (with heavier smoking and increasing age the risk further increases, especially in women over 35 years of age);

Dyslipoproteiniaemia;

Obesity (body mass index over 30 kg/m²);
Hypertension;

Valvular heart disease;

Atrial fibrillation;

A positive family history (arterial thrombosis ever in a sibling or parent at a relatively early age). If a hereditary predisposition is suspected, the woman should be referred to a specialist for advice before deciding about any hormonal contraceptive use.

Biochemical factors that may be indicative of hereditary or acquired predisposition for venous or arterial thrombosis include Activated Protein C (APC) resistance, hyper homocysteinaemia, antithrombin-III deficiency, protein C deficiency, protein S deficiency, antiphospholipid antibodies (anticardiolipin antibodies, lupus anticoagulant).

Other medical conditions, which have been associated with adverse circulatory events, included diabetes mellitus, systemic lupus erythematosus, haemolytic uraemic syndrome, chronic inflammatory bowel disease (e.g., Crohn’s disease or ulcerative colitis).

The increased risk for thromboembolism in the puerperium must be considered (see section 4.6).

An increase in frequency or severity of headache (which may be prodromal of a cerebrovascular event) may be a reason for immediate discontinuation of combination contraceptives.

Women using combined contraceptives should be emphatically advised to contact their physician in case of possible symptoms of thrombosis. In case of suspected or confirmed thrombosis, hormonal contraceptive use should be discontinued. Adequate contraception should be initiated because of the teratogenicity of anti-coagulant therapy (coumarins).

Tumours

An increased risk of cervical cancer in long-term users of COCs has been reported in some epidemiological studies, but there continues to be controversy about the extent to which this finding is attributable to the compounding effects of sexual behaviour and other factors such as human papilloma virus (HPV).

A meta-analysis of 54 epidemiological studies reported that there is a slightly increased risk (RR = 1.24) of having breast cancer diagnosed in women who are currently using COCs. The excess risk gradually disappears during the course of the 10 years after cessation of COC use. Because breast cancer is rare in women under 40 years of age, the excess number of breast cancer diagnoses in current and recent COC users is small in relation to the overall risk of breast cancer. The breast cancers diagnosed in ever-users tend to be less advanced clinically than the cancers diagnosed in never-users. The observed pattern of increased risk may be due to an earlier diagnosis of breast cancer in COC users, the biological effects of COCs or a combination of both.
In rare cases, benign liver tumours, and even more rarely, malignant liver tumours have been reported in users of COCs. In isolated cases, these tumours have led to life-threatening intra-abdominal haemorrhages. Therefore a hepatic tumour should be considered in the differential diagnosis when severe upper abdominal pain, liver enlargement or signs of intra-abdominal haemorrhage occur in women using EVRA.

Other conditions

Contraceptive efficacy may be reduced in women weighing equal or greater than 90 kg (see sections 4.2 and 5.1).
Women with hypertriglyceridaemia, or a family history thereof, may be at an increased risk of pancreatitis when using combination hormonal contraceptives.

Although small increases of blood pressure have been reported in many women using hormonal contraceptives, clinically relevant increases are rare. A definitive relationship between hormonal contraceptive use and clinical hypertension has not been established. If, during the use of a combination hormonal contraceptive in pre-existing hypertension, constantly elevated blood pressure values or a significant increase in blood pressure do not respond adequately to antihypertensive treatment, the combination hormonal contraceptive must be withdrawn. Combination hormonal contraceptive use may be resumed if normotensive values can be achieved with antihypertensive therapy. 

The following conditions have been reported to occur or deteriorate with both pregnancy and COC use, but the evidence of an association with COC use is inconclusive: Jaundice and/or pruritus related to cholestasis; gallstones; porphyria; systemic erythematosus; haemolytic ureamic syndrome; Sydenham’s chorea; herpes gestationis; otosclerosis-related hearing loss.

Acute or chronic disturbances of liver function may necessitate the discontinuation of combination hormonal contraceptives until markers of liver function return to normal. Recurrence of cholestatic-related pruritus, which occurred during a previous pregnancy or previous use of sex steroids necessitates the discontinuation of combination hormonal contraceptives.

Although combined hormonal contraceptives may have an effect on peripheral insulin resistance and glucose tolerance there is no evidence for a need to alter the therapeutic regimen in diabetes during use of combined hormonal contraception. However, diabetic women should be carefully observed, particularly in the early stage of EVRA use.

Worsening of endogenous depression, of epilepsy, of Crohn’s disease and of ulcerative colitis has been reported during COC use.

Chloasma may occasionally occur with the use of hormonal contraception, especially in users with a history of chloasma gravidarum. Users with a tendency to chloasma should avoid exposure to the sun or ultraviolet radiation while using EVRA. Chloasma is often not fully reversible.

Medical examination/consultation

Prior to the initiation or reinstitution of EVRA a complete medical history (including family history) should be taken and pregnancy should be ruled out. Blood pressure should be measured and a physical examination should be performed guided by the contraindications (see section 4.3) and warnings (see section 4.4). The woman should also be instructed to carefully read the package leaflet and to adhere to the advice given.

The frequency and nature of subsequent examinations should be based on established guidelines and be adapted to the individual woman on the basis of clinical impression.
Women should be advised that hormonal contraceptives do not protect against HIV infections (AIDS) and other sexually transmissible diseases.
Bleeding irregularities

With all combination hormonal contraceptives, irregular blood loss (spotting or breakthrough bleeding) can occur, especially during the initial months of usage. For this reason, a medical opinion on irregular blood loss will only be useful after an adjustment period of approximately three cycles. If breakthrough bleeding persists, or breakthrough bleeding occurs after previously regular cycles, while EVRA has been used according the recommended regimen, a cause other than EVRA should be considered. Non-hormonal causes should be considered and, if necessary, adequate diagnostic measures taken to rule out organic disease or pregnancy. This may include curettage. In some women withdrawal bleeding may not occur during this patch free period. If EVRA has been taken according to the directions described in section 4.2, it is unlikely that the woman is pregnant. However, if EVRA has not been taken according to these directions prior to the first missed withdrawal bleed or if two withdrawal bleeds are missed, pregnancy must be ruled out before EVRA use is continued.

Some users may experience amenorrhoea or oligomenorrhoea after discontinuing hormonal contraception, especially when such a condition was pre-existent.

Herbal preparations containing St John’s Wort (Hypericum perforatum) should not be used while taking EVRA (see section 4.5)


	Interaction with other medical products and other forms of interaction
	Note: The prescribing information of concomitant medications should be consulted to identify potential interactions.
Changes in Contraceptive Effectiveness Associated With Co-Administration of Other Drugs: 

If a woman on hormonal contraceptives takes a drug or herbal product that induces enzymes, including CYP3A4, that metabolize contraceptive hormones, she should be counseled to use additional contraception or a different method of contraception. Drugs or herbal products that induce such enzymes may decrease the plasma concentrations of contraceptive hormones, and may decrease the effectiveness of hormonal contraceptives or increase breakthrough bleeding. Some drugs or herbal products that may decrease the effectiveness of hormonal contraceptives include: 

Maximal enzyme induction is generally seen in about 10 days but may then be sustained for at least 4 weeks after the cessation of drug therapy.  

primidone
barbiturates 

bosentan 

carbamazepine 

felbamate 

griseofulvin 

modafinil 

oxcarbazepine 

phenytoin 

rifampin 

St. John’s wort 

topiramate 

HIV protease inhibitors and non-nucleoside reverse transcriptase inhibitors (e.g. ritonavir, nevirapine): Significant changes (increase or decrease) in the plasma levels of the estrogen and progestin have been noted in some cases of co-administration of HIV protease inhibitors and non-nucleoside reverse transcriptase inhibitors. 

Antibiotics: There have been reports of pregnancy while taking hormonal contraceptives and antibiotics (such as  penicillins  and tetracyclines) , but clinical pharmacokinetic studies have not shown consistent effects of antibiotics on plasma concentrations of synthetic steroids. In a pharmacokinetic drug interaction study, oral administration of tetracycline HCl, 500 mg q.i.d. for 3 days prior to and 7 days during wear of EVRA did not significantly affect the pharmacokinetics of norelgestromin or EE.94,95
Management

Women on short-term treatment with any of the above-mentioned classes of medicinal products or individual active substances (hepatic enzyme-inducing medicine) besides rifampicin should

temporarily use a barrier method in addition to EVRA, i.e. during the time of concomitant medicinal product administration and for 7 days after their discontinuation. 

For women on rifampicin a barrier method should be used in addition to EVRA during the time of rifampicin administration and for 28 days after its discontinuation. 

In women on long-term treatment with hepatic enzyme-inducing active substances, another reliable, non-hormonal, method of contraception is recommended. 

Women on treatment with antibiotics (besides rifampicin, see above) should use the barrier method until 7 days after discontinuation. 

If concomitant medicinal product administration runs beyond the end of the one-week wear period, the next patch should be applied without the usual patch-free interval.

Physicians are advised to consult the labeling of concurrently-used drugs to obtain further information about interactions with hormonal contraceptives hormonal contraceptives or the potential for enzyme alterations.


	Note: The prescribing information of concomitant medications should be consulted to identify potential interactions.
Changes in Contraceptive Effectiveness Associated With Co-Administration of Other Drugs: 

If a woman on hormonal contraceptives takes a drug or herbal product that induces enzymes, including CYP3A4, that metabolize contraceptive hormones, she should be counseled to use additional contraception or a different method of contraception. Drugs or herbal products that induce such enzymes may decrease the plasma concentrations of contraceptive hormones, and may decrease the effectiveness of hormonal contraceptives or increase breakthrough bleeding. Some drugs or herbal products that may decrease the effectiveness of hormonal contraceptives include: 

Maximal enzyme induction is generally seen in about 10 days but may then be sustained for at least 4 weeks after the cessation of drug therapy.  

primidone
barbiturates 

bosentan 

carbamazepine 

felbamate 

griseofulvin 

modafinil 

oxcarbazepine 

phenytoin 

rifampin 

St. John’s wort 

topiramate 

HIV protease inhibitors and non-nucleoside reverse transcriptase inhibitors (e.g. ritonavir, nevirapine): Significant changes (increase or decrease) in the plasma levels of the estrogen and progestin have been noted in some cases of co-administration of HIV protease inhibitors and non-nucleoside reverse transcriptase inhibitors. 

Antibiotics: There have been reports of pregnancy while taking hormonal contraceptives and antibiotics (such as  penicillins  and tetracyclines) , but clinical pharmacokinetic studies have not shown consistent effects of antibiotics on plasma concentrations of synthetic steroids. In a pharmacokinetic drug interaction study, oral administration of tetracycline HCl, 500 mg q.i.d. for 3 days prior to and 7 days during wear of EVRA did not significantly affect the pharmacokinetics of norelgestromin or EE.

Management

Women on short-term treatment with any of the above-mentioned classes of medicinal products or individual active substances (hepatic enzyme-inducing medicine) besides rifampicin should

temporarily use a barrier method in addition to EVRA, i.e. during the time of concomitant medicinal product administration and for 7 days after their discontinuation. 

For women on rifampicin a barrier method should be used in addition to EVRA during the time of rifampicin administration and for 28 days after its discontinuation. 

In women on long-term treatment with hepatic enzyme-inducing active substances, another reliable, non-hormonal, method of contraception is recommended. 

Women on treatment with antibiotics (besides rifampicin, see above) should use the barrier method until 7 days after discontinuation. 

If concomitant medicinal product administration runs beyond the end of the one-week wear period, the next patch should be applied without the usual patch-free interval.
Physicians are advised to consult the labeling of concurrently-used drugs to obtain further information about interactions with hormonal contraceptives or the potential for enzyme alterations.



	Pregnancy and lactation

	EVRA is not indicated during pregnancy.

Epidemiological studies indicate no increased risk of birth defects in children born to women who used hormonal contraceptives prior to pregnancy. The majority of recent studies also do not indicate a teratogenic effect, when hormonal contraceptives are used inadvertently during early pregnancy. 

For EVRA there are no clinical data on exposed pregnancies, which allow conclusions about its safety during pregnancy.

Studies in animals have shown reproductive toxicity (see section 5.3). On the basis of available data, a potential risk of masculinisation as a consequence of an exaggerated hormonal action cannot be excluded.

If pregnancy occurs during use of EVRA, EVRA should be stopped immediately.
Lactation may be influenced by combination hormonal contraceptives as they may reduce the quantity and change the composition of breast milk. Therefore, the use of EVRA is not to be recommended until the breast-feeding mother has completely weaned her child.
	EVRA is not indicated during contraindicated for use in pregnancy.

Epidemiological studies indicate no increased risk of birth defects in children born to women who used hormonal contraceptives prior to pregnancy. The majority of recent studies also do not indicate a teratogenic effect, particularly insofar as cardiac anomalies and limb reduction defects are concerned, when hormonal contraceptives are used inadvertently during early pregnancy. 

A small amount of the contraceptive steroids and/or their metabolites may be excreted with the milk. Small amounts of combination hormonal contraceptive steroids have been identified in the milk of nursing mothers and a few adverse effects on the child have been reported, including jaundice and breast enlargement. In addition, combination hormonal contraceptives given in the postpartum period may interfere with lactation by decreasing the quantity and quality of breast milk. If possible, the nursing mother should be advised not to use EVRA or other combination hormonal contraceptives but to use other forms of contraception until the child is fully weaned.

For EVRA there are no clinical data on exposed pregnancies, which allow conclusions about its safety during pregnancy.

Studies in animals have shown reproductive toxicity (see section 5.3). On the basis of available data, a potential risk of masculinisation as a consequence of an exaggerated hormonal action cannot be excluded.

If pregnancy occurs during use of EVRA, EVRA should be stopped immediately.
Lactation may be influenced by combination hormonal contraceptives as they may reduce the quantity and change the composition of breast milk. Therefore, the use of EVRA is not to be recommended until the breast-feeding mother has completely weaned her child.

	effects on ability to drive and use machines


	EVRA has no or negligible influence on the ability to drive and use machines. 
	EVRA has no or negligible influence on the ability to drive and use machines. 

None known

	Clinical  trial data


	The most commonly reported adverse drug reactions (ADRs) in clinical trials were headache, nausea, and breast tenderness, occurring in approximately 21.0%, 16.6%, and 15.9% of patients, respectively.

Frequency estimate:  very common (≥ 1/10); common (≥ 1/100 to <1/10); uncommon (≥ 1/1,000 to <1/100); rare (≥ 1/10,000 to <1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the available data).
System Organ Class

Adverse Drug Reactions in Clinical Trials

Frequency

Very common

Common

Uncommon

Rare

Very rare

Infections and infestations

Fungal infection (vaginal only), Vaginal candidiasis, Vulvovaginal mycotic infection

Metabolism and nutrition disorders

Fluid retention, Hypercholesterolemia

Psychiatric disorders

Depression, Mood altered, Mood swings

Affect lability, Anxiety, Insomnia, Libido decreased

Crying, Libido increased, Tearfulness

Aggression

Nervous system disorders

Headache

Dizziness, Migraine

Respiratory, thoracic and mediastinal disorders

Pulmonary embolism

Gastrointestinal disorders

Nausea

Abdominal distension, Abdominal pain, Abdominal pain lower, Abdominal pain upper, Vomiting, Diarrhoea

Hepatobiliary disorders

Cholecystitis 

Skin and subcutaneous tissue disorders

Acne, Pruritus, Skin irritation

Dermatitis contact, Erythema

Chloasma

Musculoskeletal and connective tissue disorders

Muscle spasms

Reproductive system and breast disorders

Breast tenderness 

Breast discomfort, Breast enlargement, Breast pain, Dysmenorrhoea, Menorrhagia, Metrorrhagia, Uterine spasm, Vaginal discharge

Breast disorder, Breast engorgement, Breast swelling, Fibrocystic breast disease, Galactorrhoea, Premenstrual syndrome, Vaginal haemorrhage, Vulvovaginal dryness

Genital discharge, Menstrual disorder, Menstruation irregular 

Polymen-orrhoea

General disorders and administration site conditions

Application site erythema, Application site irritation, Application site pruritus, Application site rash, Application site reaction, Fatigue, Malaise

Application site dermatitis, Application site discolouration, Application site hypersensitivity, Application site pain, Application site papules, Application site vesicles, Generalized oedema

Application site urticaria, Swelling

Applica-tion site oedema

Investigations

Weight increased

Blood pressure increased, Blood triglycerides increased

Blood cholesterol increased

Postmarketing Data

Additional adverse drug reactions first identified during postmarketing experience with EVRA are listed below:

Infections and infestations

Application site pustules, Rash pustular

Neoplasms benign, malignant and unspecified (Incl cysts and polyps)

Breast cancer, Breast cancer stage IV, Cervix carcinoma, Fibroadenoma of breast, Hepatic adenoma, Hepatic neoplasm, Uterine leiomyoma

Immune system disorders

Hypersensitivity 

Metabolism and nutrition disorders

Hyperglycaemia, Insulin resistance

Psychiatric disorders

Anger, Emotional disorder, Frustration

Nervous system disorders

Basilar artery thrombosis, Brain stem infarction, Carotid artery occlusion, Cerebral artery embolism, Cerebral artery occlusion, Cerebral artery thrombosis, Cerebral haemorrhage, Cerebral infarction, Cerebral thrombosis, Cerebral venous thrombosis, Cerebrovascular accident, Abnormal taste, Embolic stroke, Haemorrhage intracranial, Haemorrhagic stroke, Intracranial venous sinus thrombosis, Ischaemic cerebral infarction, Ischaemic stroke, Lacunar infarction, Migraine with aura, Subarachnoid haemorrhage, Superior sagittal sinus thrombosis, Thromboembolic stroke, Thrombotic stroke, Transient ischaemic attack, Transverse sinus thrombosis

Eye disorders

Contact lens intolerance

Cardiac disorders

Acute myocardial infarction, Myocardial infarction

Vascular disorders

Arterial thrombosis, Arterial thrombosis limb, Axillary vein thrombosis, Budd-Chiari syndrome, Coronary artery thrombosis, Deep vein thrombosis, Embolism, Hepatic vein thrombosis, Hypertension, Hypertensive crisis, , Iliac artery thrombosis, Intracardiac thrombus, Jugular vein thrombosis, Mesenteric vein thrombosis, Pelvic venous thrombosis, Peripheral embolism, Portal vein thrombosis, Renal embolism, Renal vein thrombosis, Retinal artery occlusion, Retinal vascular thrombosis, Retinal vein occlusion, Splenic vein thrombosis, Superficial thrombophlebitis, Thrombophlebitis, Thrombosis, Vena cava thrombosis, Venous thrombosis, Venous thrombosis limb

Respiratory, thoracic and mediastinal disorders

Pulmonary artery thrombosis, Pulmonary thrombosis

Gastrointestinal disorders

Colitis

Hepatobiliary disorders

Cholelithiasis, Cholestasis, Hepatic lesion, Jaundice cholestatic

Skin and subcutaneous tissues disorders

Alopecia, Angioedema, Dermatitis allergic, Eczema, Erythema multiforme, Erythema nodosum, Exfoliative rash, Photosensitivity reaction, Pruritus generalised, Rash, Rash erythematous, Rash pruritic, Seborrhoeic dermatitis, Skin reaction, Urticaria

Reproductive system and breast disorders

Amenorrhoea, Breast mass, Cervical dysplasia, Hypomenorrhoea, Menometrorrhagia, Oligomenorrhoea, Suppressed lactation

General disorders and administration site conditions

Application site abscess, Application site anaesthesia, Application site atrophy, Application site bleeding, Application site bruising, Application site burn, Application site discharge, Application site discomfort, Application site dryness, Application site eczema, Application site erosion, Application site excoriation, Application site exfoliation, Application site induration, Application site infection, Application site inflammation, Application site mass, Application site nodule, Application site odour, Application site paraesthesia, Application site photosensitivity reaction, Application site scab, Application site scar, Application site swelling, Application site ulcer, Application site warmth, Face oedema, Irritability, Localised oedema, Oedema peripheral, Pitting oedema

Investigations

Blood cholesterol abnormal, Blood glucose abnormal, Blood glucose decreased, Low density lipoprotein increased

Injury, poisoning and procedural complications

Contact lens complication


	The safety of EVRA was evaluated in 3330 sexually active women who participated in three Phase III clinical trials, which were designed to evaluate contraceptive efficacy. These subjects received six or 13 cycles of contraception (EVRA or oral contraceptive comparator), took at least one dose of study medication and provided safety data.

The most common adverse drug reactions reported during clinical trials were breast symptoms, headache, application site disorder and nausea. The most common events leading to discontinuation were application site reaction, breast symptoms (including breast discomfort, breast engorgement and female breast pain), nausea, headache and emotional lability.

Adverse drug reactions (ADRs) reported by ≥ 1% of EVRA-treated subjects in these trials are shown in Table 2.
Table 2. Adverse Drug Reactions Reported by ≥ 1% of EVRA-treated Subjects in Three Phase III Clinical Trials1,2
EVRA

Mercilon3
Triphasil4
System/Organ Class

(n=3322)

(n=641)

(n=602)

Adverse reaction

%

%

%

Investigations

Weight increased

2.7%

1.4%

3.0%

Nervous system disorders

Headache

21.0%

23.7%

22.1%

Dizziness

3.3%

1.6%

4.5%

Migraine

2.7%

3.4%

2.5%

Gastrointestinal disorders

Nausea

16.6%

5.9%

17.9%

Abdominal pain5
8.1%

9.7%

7.1%

Vomiting

5.1%

2.7%

4.3%

Diarrhoea

4.2%

4.5%

3.7%

Abdominal distension

1.7%

0.6%

2.7%

Skin and subcutaneous tissue disorders

Acne

2.9%

3.6%

3.7%

Pruritus

2.5%

0.8%

0.2%

Skin irritation

1.1%

0.2%

0

Musculoskeletal and connective tissue disorders

Muscle spasms

2.1%

1.1%

2.5%

Infections and infestations

Vaginal yeast infection6
3.9%

3.9%

5.3%

General disorders and administration site conditions

Application site disorder7
17.1%

Not applicable

Not applicable

Fatigue

2.6%

1.6%

3.2%

Malaise

1.1%

0.8%

0.3%

Reproductive system and breast disorders

Breast symptoms8
22.4%

9.0%

6.1%

Dysmenorrhea

7.8%

3.9%

7.3%

Vaginal bleeding and menstrual disorders9
6.4%

5.0%

3.7%

Uterine spasm

1.9%

0.5%

2.2%

Vaginal discharge

1.9%

1.9%

0.7%

Psychiatric disorders

Mood, affect and anxiety disorders10
6.3%

5.1%

6.0%



1. 1
Trials included are NRGEEP-CONT-002, NRGEEP-CONT-003, and NRGEEP-CONT-004 (principal safety analysis group used for integrated safety summary).

2. 2
Thirteen patients (8 EVRA, 2 Mercilon, and 3 Triphasil) did not have study medication start dates in the database. These 13 patients (8 of whom had at least one adverse event) were excluded as it could not be determined whether their adverse events were treatment-emergent or not.

3. 3
Trade name for product containing 150 micrograms desogestrel and 20 micrograms EE

4. 4
Trade name for product containing 50 micrograms levonorgestrel and 30 micrograms EE (Days 1-6), 75 micrograms levonorgestrel and 40 micrograms EE (Days 7-11) and 125 micrograms levonorgestrel and 30 micrograms EE (Days 12-21).

5. 5
The bundled term abdominal pain consists of the preferred terms abdominal pain, abdominal pain upper, and abdominal pain lower.

6. 6
The bundled term vaginal yeast infection consists of the preferred terms fungal infection (vaginal only), vaginal candidiasis, and vulvovaginal mycotic infection.

7. 7
The bundled term application site disorder consists of the preferred terms application site dermatitis, application site discolouration, application site erythema, application site hypersensitivity, application site irritation, application site oedema, application site pain, application site papules, application site pruritus, application site rash, application site reaction, application site urticaria, and application site vesicles.

8. 8
The bundled term breast symptoms consists of the preferred terms breast discomfort, breast disorder, breast engorgement, breast enlargement, breast pain, breast swelling, breast tenderness, and fibrocystic breast disease.

9. 9
The bundled term vaginal bleeding and menstrual disorders consists of the preferred terms menorrhagia, menstrual disorder, menstruation irregular, metrorrhagia, polymenorrhea, and vaginal hemorrhage.

10. 10
The bundled term mood, affect, and anxiety disorders consists of the preferred terms affect lability, aggression, anxiety, crying, depression, mood altered, mood swings, and tearfulness.

Additional ADRs that occurred in < 1% of EVRA-treated subjects in the above clinical trial dataset are listed in Table 3.

Table 3. Adverse Drug Reactions Reported by < 1% of TRADENAME-treated Subjects in Three Phase III Clinical Trials11,12
System/Organ Class

Adverse reaction

Investigations

Blood pressure increased, Lipid disorders13
Respiratory, thoracic and mediastinal disorders

Pulmonary embolism

Skin and subcutaneous tissue disorders

Chloasma, Dermatitis contact, Erythema

General disorders and administration site conditions

Fluid retention14
Hepatobiliary disorders

Cholecystitis

Reproductive system and breast disorders
Galactorrhea, Genital discharge, Premenstrual syndrome, Vulvovaginal dryness

Psychiatric disorders

Insomnia, Libido decreased, Libido increased

11. 11

Trials included are NRGEEP-CONT-002, NRGEEP-CONT-003, and NRGEEP-CONT-004 (principal safety analysis group used for integrated safety summary).

12. 12
Thirteen patients (8 EVRA, 2 Mercilon, and 3 Triphasil) did not have study medication start dates in the database. These 13 patients (8 of whom had at least one adverse event) were excluded as it could not be determined whether their adverse events were treatment-emergent or not.

13. 13
The bundled term lipid disorders consists of the preferred terms blood cholesterol increased, blood triglycerides increased, and hypercholesterolemia.

14. 14
The bundled term fluid retention consists of the preferred terms fluid retention, generalized oedema, and swelling. The bundled term “Fluid retention” is included under the SOC General disorders and administration site conditions because two of the three terms (generalized oedema and swelling) occur in that SOC; the preferred term fluid retention occurs in the Metabolism and nutrition disorders SOC.

4.8.2  Postmarketing Data

Additional adverse drug reactions first identified during postmarketing experience with EVRA are included in Table 4 . The frequencies are provided according to the following convention:

Very common

≥ 1/10

Common

≥ 1/100 and < 1/10

Uncommon

≥ 1/1,000 and < 1/100

Rare

≥ 1/10,000 and < 1/1,000

Very rare

< 1/10,000, including isolated reports

Table 4. Adverse Drug Reactions Identified During Postmarketing Experience with  EVRA by Frequency Category Estimated from Spontaneous Reporting Rates

Investigations

Very rare

Blood cholesterol abnormal, Blood glucose abnormal, Blood glucose decreased, Low density lipoprotein increased

Cardiac disorders

Very rare

Acute myocardial infarction, Myocardial infarction

Nervous system disorders
Very rare

Cerebrovascular accidents15, Cerebral haemorrhage, Dysgeusia, Haemorrhage intracranial, Haemorrhagic stroke, Migraine with aura, Subarachnoid haemorrhage

Eye disorders

Very rare

Contact lens intolerance

Respiratory, thoracic and mediastinal disorders

Very rare

Pulmonary thrombosis16
Gastrointestinal disorders

Very rare

Colitis

Skin and subcutaneous tissues disorders

Very rare

Alopecia, Angioedema, Dermatitis allergic, Eczema, Erythema multiforme, Erythema nodosum, Exfoliative rash, Photosensitivity reaction, Pruritus generalised, Rash, Rash erythematous, Rash pruritic, Seborrhoeic dermatitis, Skin reaction, Urticaria

Metabolism and nutrition disorders

Very rare

Hyperglycaemia, Increased appetite
, Insulin resistance

Infections and infestations

Very rare

Rash pustular

Injury, poisoning and procedural complications

Very rare

Contact lens complication

Neoplasms benign, malignant and unspecified (Incl cysts and polyps)

Very rare

Breast cancer, Breast cancer stage IV, Cervix carcinoma, Fibroadenoma of breast, Hepatic adenoma, Hepatic neoplasm, Uterine leiomyoma

Vascular disorders

Very rare

Arterial thrombosis17, Hypertension, Hypertensive crisis, Thrombosis18, Venous thrombosis19
General disorders and administration site conditions

Rare

Administration site reactions20
Very rare

Face oedema, Irritability, Localised oedema, Oedema peripheral, Pitting oedema

Immune system disorders

Very rare

Hypersensitivity

Hepatobiliary disorders

Very rare

Cholelithiasis, Cholestasis, Hepatic lesion, Jaundice cholestatic

Reproductive system and breast disorders

Rare

Amenorrhoea

Very rare

Breast mass, Cervical dysplasia, Hypomenorrhoea, Menometrorrhagia, Oligomenorrhoea, Suppressed lactation

Psychiatric disorders

Very rare

Anger, Emotional disorder, Frustration

15. 15
The bundled term cerebrovascular accidents consists of the preferred terms cerebrovascular accident, transient ischaemic attack, intracranial venous sinus thrombosis, cerebral infarction, cerebral thrombosis, cerebral venous thrombosis, ischaemic cerebral infarction, superior sagittal sinus thrombosis, ischaemic stroke, transverse sinus thrombosis, thrombotic stroke, thromboembolic stroke, basilar artery thrombosis, brain stem infarction, carotid artery occlusion, cerebral artery embolism, cerebral artery occlusion, cerebral artery thrombosis, lacunar infarction, and embolic stroke.

16. 16
The bundled term pulmonary thrombosis consists of the preferred terms pulmonary thrombosis and pulmonary artery thrombosis. 

17. 17
The bundled term arterial thrombosis consists of the preferred terms arterial thrombosis, arterial thrombosis limb, coronary artery thrombosis, iliac artery thrombosis, intracardiac thrombus, and retinal artery occlusion.

18. 18
The bundled term thrombosis consists of the preferred terms thrombosis, retinal vascular thrombosis, embolism, Budd-Chiari syndrome, renal embolism, and peripheral embolism.

19. 19
The bundled term venous thrombosis consists of the preferred terms retinal vein occlusion, deep vein thrombosis, venous thrombosis, pelvic venous thrombosis, thrombophlebitis, venous thrombosis limb, jugular vein thrombosis, axillary vein thrombosis, superficial thrombophlebitis, portal vein thrombosis, mesenteric vein thrombosis, vena cava thrombosis, renal vein thrombosis, splenic vein thrombosis, and hepatic vein thrombosis.

20. 20
The bundled term administration site reactions consists of the preferred terms application site burn, application site dryness, application site scar, application site bruising, application site photosensitivity reaction, application site exfoliation, application site swelling, application site scab, application site paraesthesia, application site warmth, application site bleeding, application site inflammation, application site pustules (moved from Infections and infestations SOC), application site induration, application site atrophy, application site excoriation, application site discomfort, application site anaesthesia, application site infection, application site ulcer, application site eczema, application site nodule, application site discharge, application site abscess, application site mass, application site erosion and application site odour.

The most commonly reported adverse drug reactions (ADRs) in clinical trials were headache, nausea, and breast tenderness, occurring in approximately 21.0%, 16.6%, and 15.9% of patients, respectively.

Frequency estimate:  very common (≥ 1/10); common (≥ 1/100 to <1/10); uncommon (≥ 1/1,000 to <1/100); rare (≥ 1/10,000 to <1/1,000); very rare (< 1/10,000); not known (cannot be estimated from the available data).
System Organ Class

Adverse Drug Reactions in Clinical Trials

Frequency

Very common

Common

Uncommon

Rare

Very rare

Infections and infestations

Fungal infection (vaginal only), Vaginal candidiasis, Vulvovaginal mycotic infection

Metabolism and nutrition disorders

Fluid retention, Hypercholesterolemia

Psychiatric disorders

Depression, Mood altered, Mood swings

Affect lability, Anxiety, Insomnia, Libido decreased

Crying, Libido increased, Tearfulness

Aggression

Nervous system disorders

Headache

Dizziness, Migraine

Respiratory, thoracic and mediastinal disorders

Pulmonary embolism

Gastrointestinal disorders

Nausea

Abdominal distension, Abdominal pain, Abdominal pain lower, Abdominal pain upper, Vomiting, Diarrhoea

Hepatobiliary disorders

Cholecystitis 

Skin and subcutaneous tissue disorders

Acne, Pruritus, Skin irritation

Dermatitis contact, Erythema

Chloasma

Musculoskeletal and connective tissue disorders

Muscle spasms

Reproductive system and breast disorders

Breast tenderness 

Breast discomfort, Breast enlargement, Breast pain, Dysmenorrhoea, Menorrhagia, Metrorrhagia, Uterine spasm, Vaginal discharge

Breast disorder, Breast engorgement, Breast swelling, Fibrocystic breast disease, Galactorrhoea, Premenstrual syndrome, Vaginal haemorrhage, Vulvovaginal dryness

Genital discharge, Menstrual disorder, Menstruation irregular 

Polymen-orrhoea

General disorders and administration site conditions

Application site erythema, Application site irritation, Application site pruritus, Application site rash, Application site reaction, Fatigue, Malaise

Application site dermatitis, Application site discolouration, Application site hypersensitivity, Application site pain, Application site papules, Application site vesicles, Generalized oedema

Application site urticaria, Swelling

Applica-tion site oedema

Investigations

Weight increased

Blood pressure increased, Blood triglycerides increased

Blood cholesterol increased

Postmarketing Data

Additional adverse drug reactions first identified during postmarketing experience with EVRA are listed below:
Infections and infestations

Application site pustules, Rash pustular

Neoplasms benign, malignant and unspecified (Incl cysts and polyps)

Breast cancer, Breast cancer stage IV, Cervix carcinoma, Fibroadenoma of breast, Hepatic adenoma, Hepatic neoplasm, Uterine leiomyoma

Immune system disorders

Hypersensitivity 

Metabolism and nutrition disorders

Hyperglycaemia, Insulin resistance

Psychiatric disorders

Anger, Emotional disorder, Frustration

Nervous system disorders

Basilar artery thrombosis, Brain stem infarction, Carotid artery occlusion, Cerebral artery embolism, Cerebral artery occlusion, Cerebral artery thrombosis, Cerebral haemorrhage, Cerebral infarction, Cerebral thrombosis, Cerebral venous thrombosis, Cerebrovascular accident, Abnormal taste, Embolic stroke, Haemorrhage intracranial, Haemorrhagic stroke, Intracranial venous sinus thrombosis, Ischaemic cerebral infarction, Ischaemic stroke, Lacunar infarction, Migraine with aura, Subarachnoid haemorrhage, Superior sagittal sinus thrombosis, Thromboembolic stroke, Thrombotic stroke, Transient ischaemic attack, Transverse sinus thrombosis

Eye disorders

Contact lens intolerance

Cardiac disorders

Acute myocardial infarction, Myocardial infarction

Vascular disorders

Arterial thrombosis, Arterial thrombosis limb, Axillary vein thrombosis, Budd-Chiari syndrome, Coronary artery thrombosis, Deep vein thrombosis, Embolism, Hepatic vein thrombosis, Hypertension, Hypertensive crisis, , Iliac artery thrombosis, Intracardiac thrombus, Jugular vein thrombosis, Mesenteric vein thrombosis, Pelvic venous thrombosis, Peripheral embolism, Portal vein thrombosis, Renal embolism, Renal vein thrombosis, Retinal artery occlusion, Retinal vascular thrombosis, Retinal vein occlusion, Splenic vein thrombosis, Superficial thrombophlebitis, Thrombophlebitis, Thrombosis, Vena cava thrombosis, Venous thrombosis, Venous thrombosis limb

Respiratory, thoracic and mediastinal disorders

Pulmonary artery thrombosis, Pulmonary thrombosis

Gastrointestinal disorders

Colitis

Hepatobiliary disorders

Cholelithiasis, Cholestasis, Hepatic lesion, Jaundice cholestatic

Skin and subcutaneous tissues disorders

Alopecia, Angioedema, Dermatitis allergic, Eczema, Erythema multiforme, Erythema nodosum, Exfoliative rash, Photosensitivity reaction, Pruritus generalised, Rash, Rash erythematous, Rash pruritic, Seborrhoeic dermatitis, Skin reaction, Urticaria

Reproductive system and breast disorders

Amenorrhoea, Breast mass, Cervical dysplasia, Hypomenorrhoea, Menometrorrhagia, Oligomenorrhoea, Suppressed lactation

General disorders and administration site conditions

Application site abscess, Application site anaesthesia, Application site atrophy, Application site bleeding, Application site bruising, Application site burn, Application site discharge, Application site discomfort, Application site dryness, Application site eczema, Application site erosion, Application site excoriation, Application site exfoliation, Application site induration, Application site infection, Application site inflammation, Application site mass, Application site nodule, Application site odour, Application site paraesthesia, Application site photosensitivity reaction, Application site scab, Application site scar, Application site swelling, Application site ulcer, Application site warmth, Face oedema, Irritability, Localised oedema, Oedema peripheral, Pitting oedema

Investigations

Blood cholesterol abnormal, Blood glucose abnormal, Blood glucose decreased, Low density lipoprotein increased

Injury, poisoning and procedural complications

Contact lens complication



	pharmacological properties


	5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Norelgestromin and estrogen; ATC-code: G03AA13.
EVRA acts through the mechanism of gonadotropin suppression by the estrogenic and progestational actions of ethinyl estradiol and norelgestromin. The primary mechanism of action is inhibition of the ovulation, but the alterations of the cervical mucus, and to the endometrium may also contribute to the efficacy of the product. 
Pearl Indices (see table):

Study

Group

CONT-002

EVRA

CONT-003

EVRA

CONT-003

COC*

CONT-004

EVRA

CONT-004

COC**

All EVRA

Subjects

# of cycles

10,743

5831

4592

5095

4005

21,669

Overall

Pearl Index

(95% CI)

0.73

(0.15,1.31)

0.89

(0.02,1.76)

0.57

(0,1.35)

1.28

(0.16,2.39)

2.27

(0.59,3.96)

0.90

(0.44,1.35)

Method Failure

Pearl Index

(95% CI)

0.61

(0.0,1.14)

0.67

(0,1.42)

0.28

(0,0.84)

1.02

(0.02,2.02)

1.30

(0.03,2.57)

0.72

(0.31,1.13)

*: 
DSG 150 (g + 20 (g EE

**:
50 (g LNG + 30 (g for days 1 – 6, 75 (g LNG + 40 (g EE for days 7 – 11, 125 (g LNG + 30 (g EE for 12 – 21 days
Exploratory analyses were performed to determine whether in the Phase III studies (n=3319) the population characteristics of age, race and weight were associated with pregnancy. The analyses indicated no association of age and race with pregnancy. With respect to weight, 5 of the 15 pregnancies reported with EVRA were among women with baseline body weight equal or greater than ≥90 kg, which constituted < 3 % of the study population. Below 90 kg there was no association between body weight and pregnancy. Although only 10-20 % of the variability in pharmacokinetic data can be explained by weight (see Pharmacokinetic Properties, Special Populations), the greater proportions of pregnancies among women at or above 90 kg was statistically significant and indicates the EVRA is less effective in these women.

With the use of higher dosed COCs (50 microgram ethinyl estradiol) the risk of endometrial and ovarian cancer is reduced. Whether this is also applies to the lower dosed combined hormonal contraceptives remains to be confirmed. 


	5.2 Pharmacodynamic properties

Pharmacotherapeutic group: Norelgestromin and estrogen; ATC-code: G03AA13.
EVRA acts through the mechanism of gonadotropin suppression by the estrogenic and progestational actions of ethinyl estradiol and norelgestromin. The primary mechanism of action is inhibition of the ovulation, but the alterations of to the cervical mucus, the fallopian tube motility and to the endometrium may also contribute to the efficacy of the product. 

Receptor and sex hormone binding globulin (SHBG) binding studies, as well as studies in animals and humans, have shown that both norgestimate (NGM) and norelgestromin, the major serum metabolite of norgestimate following oral administration, exhibit high progestational activity with minimal intrinsic androgenicity, which illustrates the selective action of EVRA.  Transdermally-administered norelgestromin in combination with ethinyl estradiol does not counteract the estrogen-induced increases in SHBGC, resulting in lower levels of free testosterone in serum compared to baseline.

The following non-contraceptive health benefits related to the use of combination hormonal contraceptives are supported by epidemiological studies which largely utilised hormonal contraceptive formulations containing estrogen at doses exceeding 35 micrograms of EE or 50 micrograms of mestranol.

Effects on menses:

· increased menstrual cycle regularity

· decreased blood loss and decreased incidence of iron deficiency anaemia

· decreased incidence of dysmenorrhea 

Effects related to inhibition of ovulation:

· decreased incidence of functional ovarian cysts

· decreased incidence of ectopic pregnancies

Other effects:

· decreased incidence of fibroadenomas and fibrocystic disease of the breast;

· decreased incidence of acute pelvic inflammatory disease

· decreased incidence of endometrial cancer

· decreased incidence of ovarian cancer

5.1.1 Clinical Studies

 [Three contraceptive trials involving 4578 women for 31,026 cycles were conducted worldwide. In these trials, 3319 women received EVRA and 1248 women received one of two oral contraceptives, one containing levonorgestrel/EE or one containing desogestrel/EE. The results of these trials showed that the efficacy of EVRA was similar to that of the oral contraceptives.
Pearl Indices (see table):

Study

Group

CONT-002

EVRA

CONT-003

EVRA

CONT-003

COC*

CONT-004

EVRA

CONT-004

COC**

All EVRA

Subjects

# of cycles

10,743

5831

4592

5095

4005

21,669

Overall

Pearl Index

(95% CI)

0.73

(0.15,1.31)

0.89

(0.02,1.76)

0.57

(0,1.35)

1.28

(0.16,2.39)

2.27

(0.59,3.96)

0.90

(0.44,1.35)

Method Failure

Pearl Index

(95% CI)

0.61

(0.0,1.14)

0.67

(0,1.42)

0.28

(0,0.84)

1.02

(0.02,2.02)

1.30

(0.03,2.57)

0.72

(0.31,1.13)

*: 
DSG 150 (g + 20 (g EE

**:
50 (g LNG + 30 (g for days 1 – 6, 75 (g LNG + 40 (g EE for days 7 – 11, 125 (g LNG + 30 (g EE for 12 – 21 days
Exploratory analyses were performed to determine whether in the Phase III studies (n=3319) the population characteristics of age, race and weight were associated with pregnancy. The analyses indicated no association of age and race with pregnancy. With respect to weight, 5 of the 15 pregnancies reported with EVRA were among women with baseline body weight equal or greater than ≥90 kg, which constituted < 3 % of the study population. Below 90 kg there was no association between body weight and pregnancy. Although only 10-20 % of the variability in pharmacokinetic data can be explained by weight (see Section 5.2 Pharmacokinetic Properties, Effects on age, body weight, and body surface area see Pharmacokinetic Properties, Special Populations), the greater proportions of pregnancies among women at or above 90 kg was statistically significant and indicates the suggests that EVRA is may be less effective in these women.

With the use of higher dosed COCs (50 microgram ethinyl estradiol) the risk of endometrial and ovarian cancer is reduced. Whether this is also applies to the lower dosed combined hormonal contraceptives remains to be confirmed. 

A multi-centre dose selection study for EVRA showed that EVRA inhibited ovulation to the same extent as the oral contraceptive comparator. The bleeding profile of EVRA in this study was similar to that of the oral contraceptive at all cycles. In addition, user compliance with EVRA dosing was significantly better than that seen with the oral contraceptive.

Among more than 3,000 women who used EVRA for up to 13 cycles, the mean change in body weight from baseline to the end of treatment was an increase of 0.3 kg. In a 9-cycle placebo-controlled trial there was no difference between EVRA and placebo in the mean change in body weight from baseline to the end of treatment.

Pharmacokinetic studies with EVRA demonstrated consistent elimination kinetics for norelgestromin and EE with half-life of approximately 28 hours and 17 hours, respectively. One clinical trial assessed the return of hypothalamic-pituitary-ovarian axis function post-therapy and found that FSH, LH and estradiol mean values, though suppressed during therapy, returned to near baseline values during the 6 weeks post-therapy. Therefore, it is anticipated that following discontinuation of EVRA treatment, return to fertility will be rapid, approximating that seen with oral contraceptives.

	Pharmacokinetic 

Properties 
	Absorption

Following application of EVRA, norelgestromin and ethinyl estradiol, levels in serum reach a plateau by approximately 48 hours steady-state. CSS concentrations for norelgestromin and EE during one week of patch wear are approximately 0.8 ng/ml and 50 pg/ml, respectively.
 In multiple-dose studies, serum concentrations and AUC for norelgestromin and EE were found to increase only slightly over time when compared to week 1 cycle 1.

The absorption of norelgestromin and ethinyl estradiol following application of EVRA was studied under conditions encountered in a health club (sauna, whirlpool, treadmill and other aerobic exercise) and in a cold water bath. The results indicated that for norelgestromin there were no significant treatment effects on Css or AUC when compared to normal wear. For EE, slight increases were observed due to treadmill and other aerobic exercise; however, the Css values following these treatments were within the reference range. There was no significant effect of cool water on these parameters.

Results from an EVRA study of extended wear of single contraceptive patch for 7 days and 10 days indicated that target Css of norelgestromin and ethinyl estradiol were maintained during a 3-day period of extended wear of EVRA (10 days). These findings suggest that clinical efficacy would be maintained even if a scheduled change is missed for as long as 2 full days.

Distribution 

Norelgestromin and norgestrel (a serum metabolite of norelgestromin) are highly bound (> 97 %) to serum proteins. Norelgestromin is bound to albumin and not to SHBG, while norgestrel is bound primarily to SHBG, which limits its biological activity. Ethinyl estradiol is extensively bound to serum albumin. 

Biotransformation

Hepatic metabolism of norelgestromin occurs and metabolites include norgestrel, which is largely bound to SHBG, and various hydroxylated and conjugated metabolites. Ethinyl estradiol is also metabolised to various hydroxylated products and their glucuronide and sulfate conjugates.

Elimination

Following removal of a patch, the mean elimination half-lives of norelgestromin and ethinyl estradiol were approximately 28 hours and 17 hours, respectively. The metabolites of norelgestromin and ethinyl estradiol are eliminated by renal and fecal pathways.

Transdermal versus Oral Contraceptives 

The pharmacokinetic profiles of transdermal and oral combined hormonal contraceptives are different and caution should be exercised when making a direct comparison of these PK parameters. 

In a study comparing EVRA to an oral contraceptive containing norgestimate (parent drug of norelgestromin) 250 (g/ethinyl estradiol 35 (g, Cmax values were 2-fold higher for NGMN and EE in subjects administered the oral contraceptive compared to EVRA, while overall exposure (AUC and Css) was comparable in subjects treated with EVRA.   Inter-subject variability (%CV) for the PK parameters following delivery from EVRA was higher relative to the variability determined from the oral contraceptive.
Effects of age, body weight, and body surface area 

The effects of age, body weight, and body surface area on the pharmacokinetics of norelgestromin and ethinyl estradiol were evaluated in 230 healthy women from nine pharmacokinetic studies of single 7-day applications of EVRA. For both norelgestromin and EE, increasing age, body weight and body surface area each were associated with slight decreases in Css and AUC values. However, only a small fraction (10 –20 %) of the overall variability in the pharmacokinetics of the norelgestromin and EE following application of EVRA may be associated with any or all of the above demographic parameters.
	Absorption

Following application of EVRA, both norelgestromin and ethinyl estradiol rapidly appear in the serum, levels in serum reach a plateau by approximately 48 hours and are maintained at an approximate steady-state throughout the wear period.  Css concentrations for norelgestromin and EE during one week of patch wear are approximately 0.8 ng/ml and 50 pg/ml, respectively, and are generally consistent from all studies and application sites.

 In multiple-dose studies, serum concentrations and AUC for norelgestromin and EE were found to increase only slightly over time when compared to week 1 cycle 1.

The absorption of norelgestromin and EE following application of EVRA to the abdomen, buttock, upper outer arm and upper torso (excluding breast) was evaluated in a cross-over design study. The results of this study indicated that  Css and AUC for the buttock, upper arm and torso for each analyte were equivalent. Strict bio-equivalence requirements for AUC were not met in this study for the abdomen. However, in a separate parallel group multiple application pharmacokinetic study,  Css and AUC for the buttock and abdomen were not statistically different. In a dose-ranging study, EVRA caused effective ovulation suppression when applied to the abdomen. Therefore, all four sites are therapeutically equivalent.
The absorption of norelgestromin and ethinyl estradiol following application of EVRA was studied under conditions encountered in a health club (sauna, whirlpool, treadmill and other aerobic exercise) and in a cold water bath. The results indicated that for norelgestromin there were no significant treatment effects on Css or AUC when compared to normal wear. For EE, slight increases were observed due to treadmill and other aerobic exercise; however, the Css values following these treatments were within the reference range. There was no significant effect of cool water on these parameters.

Results from an EVRA study of extended wear of single contraceptive patch for 7 days and 10 days indicated that target Css of norelgestromin and ethinyl estradiol were maintained during a 3-day period of extended wear of EVRA (10 days). These findings suggest that clinical efficacy would be maintained even if a scheduled change is missed for as long as 2 full days.

Distribution 

Norelgestromin and norgestrel (a serum metabolite of norelgestromin) are highly bound (> 97 %) to serum proteins. Norelgestromin is bound to albumin and not to SHBG, while norgestrel is bound primarily to SHBG, which limits its biological activity. Ethinyl estradiol is extensively bound to serum albumin. 

Biotransformation

Since EVRA is applied transdermally, first-pass metabolism (via the gastro-intestinal tract and/or liver) of norelgestromin and EE that would be expected following oral administration is avoided.
Hepatic metabolism of norelgestromin occurs and metabolites include norgestrel, which is largely bound to SHBG, and various hydroxylated and conjugated metabolites. Ethinyl estradiol is also metabolised to various hydroxylated products and their glucuronide and sulfate conjugates.

Elimination

Following removal of a patch, the mean elimination half-lives kinetics of norelgestromin and ethinyl estradiol were consistent for all studies with half-life values of approximately 28 hours and 17 hours, respectively. The metabolites of norelgestromin and ethinyl estradiol are eliminated by renal and fecal pathways.

Linearity/ Non-Linearity 

In multiple dose studies,  Css and AUC for norelgestromin and EE were found to increase slightly over time when compared to Week 1 of Cycle 1. In a three-cycle study, these pharmacokinetic parameters reached steady-state conditions during all three weeks of Cycle 3. These observations are indicative of linear kinetics of norelgestromin and EE from EVRA use.

Transdermal versus Oral Contraceptives 

The pharmacokinetic profiles of transdermal and oral combined hormonal contraceptives are different and caution should be exercised when making a direct comparison of these PK parameters. 

In a study comparing EVRA to an oral contraceptive containing norgestimate (parent drug of norelgestromin) 250 (g/ethinyl estradiol 35 (g, Cmax values were 2-fold higher for NGMN and EE in subjects administered the oral contraceptive compared to EVRA, while overall exposure (AUC and Css) was comparable in subjects treated with EVRA.   Inter-subject variability (%CV) for the PK parameters following delivery from EVRA was higher relative to the variability determined from the oral contraceptive.

In a study117 comparing ORTHO EVRA (a transdermal patch with a similar PK profile to EVRA) to an oral contraceptive containing NGM 250 mcg/EE 35 mcg, overall exposure for NGMN and EE (AUC and  Css) was higher in subjects treated with ORTHO EVRA for both Cycle 1 and Cycle 2 compared to that for the oral contraceptive, while  Cmax values were higher in subjects administered the oral contraceptive. Under steady-state conditions, AUC 0-168 and  Css for EE were approximately 55% and 60% higher, respectively, for the transdermal patch, and the  Cmax was about 35% higher for the oral contraceptive. Inter-subject variability (%CV) for the PK parameters following delivery from ORTHO EVRA was higher relative to the variability determined from the oral contraceptive. 

In the following table, percent change in concentrations (%CV) of markers of systemic estrogenic activity (Corticosteroid Binding Globulin [CBG], Sex Hormone Binding Globulin [SHBG], and Corticosteroid Binding Globulin Binding Capacity [CBG-BC]) from Cycle 1, Day 1 to Cycle 1, Day 22 are presented. Overall, percent change in CBG and CBG-BC concentrations were similar for EVRA and oral contraceptive users; percent change in SHBG concentrations were higher for EVRA users compared to women taking the oral contraceptive. Within each group, the absolute values for CBG, SHBG, and CBG-BC were similar for Cycle 1, Day 22 and Cycle 2, Day 22. 

Mean percent Change (%CV) in CBG, SHBG, and CBG-BC Concentrations Following Once-daily Administration of an Oral Contraceptive (containing NGM 250 mcg/EE 35 mcg) for One Cycle and Application of EVRA for One Cycle in Healthy Female Volunteers
Parameter

ORAL CONTRACEPTIVE
(% change from Day 1 to Day 22)

EVRA
(% change from Day 1 to Day 22)

CBG

157 (33.4)

153 (40.2)

SHBG

200 (43.2)

334 (39.3)

CBG-BC

139 (34.8)

128 (36.3)

Despite the differences in the PK profiles of EVRA and an oral contraceptive (containing NGM 250 mcg/EE 35 mcg), estrogenic activity, as assessed by hepatic globulin synthesis, was similar when evaluating CBG and CBG-BC and higher for EVRA when evaluating SHBG. 

The clinical relevance of the difference in PK profile and pharmacodynamic (PD) response between transdermal and oral delivery is not known.
Effects of age, body weight, and body surface area 

The effects of age, body weight, and body surface area and race on the pharmacokinetics of norelgestromin and ethinyl estradiol were evaluated in 230 healthy women from nine pharmacokinetic studies of single 7-day applications of EVRA. For both norelgestromin and EE, increasing age, body weight and body surface area each were associated with slight decreases in Css and AUC values. However, only a small fraction (10 –20 %) of the overall variability in the pharmacokinetics of the norelgestromin and EE following application of EVRA may be associated with any or all of the above demographic parameters.

There was no significant effect of race with respect to Caucasians, Hispanics and Blacks.


	Preclinical safety data
	Preclinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repeated dose toxicity, genotoxicity and, carcinogenic potential, toxicity.
 With respect to the reproductive toxicity norelgestromin showed foetal toxicity in rabbits, but the safety margin for this effect was sufficiently high. Data on reproductive toxicity of the combination of norelgestromin with ethinyl estradiol are not available. Data for combination of norgestimate (precursor of norelgestromin) with ethinyl estradiol indicate for female animals a decrease in fertility and implantation efficiency (rat), an increase in foetal resorption (rat, rabbit) and, with high dosages, a decrease in viability and fertility of female offspring (rat). The relevance of these data for human exposure is unknown as these effects have been seen as related to well-known pharmacodynamic or species-specific actions.


	Preclinical data reveal no special hazard for humans based on conventional studies of safety pharmacology, repeated dose toxicity, genotoxicity and, carcinogenic potential, toxicity to reproduction.

 With respect to the reproductive toxicity norelgestromin showed foetal toxicity in rabbits, but the safety margin for this effect was sufficiently high. Data on reproductive toxicity of the combination of norelgestromin with ethinyl estradiol are not available. Data for combination of norgestimate (precursor of norelgestromin) with ethinyl estradiol indicate for female animals a decrease in fertility and implantation efficiency (rat), an increase in foetal resorption (rat, rabbit) and, with high dosages, a decrease in viability and fertility of female offspring (rat). The relevance of these data for human exposure is unknown as these effects have been seen as related to well-known pharmacodynamic or species-specific actions.

Studies conducted to examine the dermal effects of EVRA indicate this system has no potential to produce sensitisation and results in only mild irritation when applied to rabbit skin


	Special precautions for

disposal and other

handling
	Apply immediately upon removal from the protective sachet.

 After use the patch still contains substantial quantities of active ingredients. Remaining hormonal active ingredients of the patch may have harmful effects if reaching the aquatic environment. Therefore, the used patch should be discarded carefully. The disposal label from the outside of the sachet should be peeled open. The used patch should be placed within the open disposal label so that the sticky surface covers the shaded area on the sachet.  The disposal label should then be closed sealing the used patch within. Any used or unused patches should be discarded according to local requirements or returned to the pharmacy. Used patches should not be flushed down the toilet nor placed in liquid waste disposal systems. 
	Apply immediately upon removal from the protective sachet.

 After use the patch still contains substantial quantities of active ingredients. Remaining hormonal active ingredients of the patch may have harmful effects if reaching the aquatic environment. Therefore, the used patch should be discarded carefully. The disposal label from the outside of the sachet should be peeled open. The used patch should be placed within the open disposal label so that the sticky surface covers the shaded area on the sachet.  The disposal label should then be closed sealing the used patch within. Any used or unused patches should be discarded according to local requirements or returned to the pharmacy. The patch should than be safetly disposed in the trash. Used patches should not be flushed down the toilet nor placed in liquid waste disposal systems. Keep out the reach of children.




העלון, שבו מסומנים השינויים המבוקשים בצבע אדום הועבר בדואר אלקטרוני בתאריך......_______......

( קיים עלון לרופא והוא מעודכן בהתאם.

( אסמכתא לבקשה:                                  עמדת החברה  

( השינוי הנ"ל אושר על ידי רשויות הבריאות:                                         
( אני, הרוקח הממונה של חברת _J-C health care___ מצהיר בזה כי אין שינויים נוספים בעלון.

                                                               _____________________________

                                                                  חתימת הרוקח הממונה









בעלון לצרכן








 פרטים על השינוי/ים המבוקש/ים�
�



פרק בעלון


�



טקסט נוכחי�



טקסט חדש�
�
�
�



�
�
הרכב�
הרכב : החומר(ים) הפעיל(ים) וכמותם/ריכוזם: 


    Norelgestromin 6 mg; Ethinyl estradiol 600mcg 


קצב שחרור ב-24 שעות:


Norelgestromin  203mcg, Ethinyl estradiol   34mcg


�
הרכב : החומר(ים) הפעיל(ים) וכמותם/ריכוזם: 


    Norelgestromin 6 mg; Ethinyl estradiol 600mcg 


קצב שחרור ב-24 שעות:


Norelgestromin  203mcg, Ethinyl estradiol   34mcg


�
�
מתי אין להשתמש בתכשיר�
ממחלה תורשתית אשר משפיעה על קרישת הדם (חוסר בחלבון C או S)  או כל מצב ידוע אחר הגורם ליתר קרישיות של הדם.


מרמות שומנים גבוהות  מאוד בדם (כולסטרול או טריגליצרידים).


ממחלה במסתמי הלב שגרמה לסיבוכים


ממחלה תורשתית המשפיעה על רמות השומנים בדם (דיסליפופרוטאינמיה)


מגידולים בכבד או בעיות כלשהן בכבד.


אם את בסיכון ללקות בסרטן השד, סרטן הרחם, צוואר הרחם או הנרתיק


דימום נרתיקי לא מוסבר


אין להשתמש באוורה אם אחד מהמצבים הרשומים מעלה נוגע לך. אם אינך בטוח היוועצי ברופא או הרוקח לפני השימוש באוורה�
ממחלה תורשתית אשר משפיעה על קרישת הדם (חוסר בחלבון C או S)  או כל מצב ידוע אחר הגורם ליתר קרישיות של הדם.


מרמות שומנים גבוהות  מאוד בדם (כולסטרול או טריגליצרידים).


ממחלה במסתמי הלב שגרמה לסיבוכים


ממחלה תורשתית המשפיעה על רמות השומנים בדם (דיסליפופרוטאינמיה)


מגידולים בכבד או בעיות כלשהן בכבד.


מצהבת הריון או צהבת בזמן שימוש קודם באמצעי מניעה הורמונליים


אם יש לך או אם את בסיכון ללקות בסרטן השד, סרטן הרחם, צוואר הרחם או הנרתיק


דימום נרתיקי לא מוסבר


אין להשתמש באוורה אם אחד מהמצבים הרשומים מעלה נוגע לך. אם אינך בטוחה היוועצי ברופא או הברוקח לפני השימוש באוורה�
�
אין להשתמש בתרופה מבלי להיוועץ ברופא לפני התחלת הטיפול


�
 (x) לפני השימוש באוורה יש לעבור בדיקה רפואית אצל הרופא המטפל. 


(x) יש להוועץ ברופא או ברוקח לפני השימוש באוורה אם הינך סובלת מהמצבים הבאים או שמצבים אלו  קרו או החמירו במהלך השימוש באוורה: 


(x) משקלך 90 ק"ג ומעלה 


(x) את או מישהו ממשפחתך סובל מרמות גבוהות של שומנים בדם (טריגליצרידים או כולסטרול) �(x) לחץ דם גבוה או אם לחץ הדם עולה�x)) בעיה בדם הנקראת פורפיריה (porphyria).


(x)  בעיה במערכת החיסונית הנקראת זאבת (systemic lupus erythematosus SLE).


(x)  בעייה בדם הנקראת תסמונת המוליטית אורמטית 


 (Haemolytic uremic syndrome-HUS). הגורמת לנזק כלייתי. �(x)  אובדן שמיעה


(x) אפילפסיה או בעיה אחרת הגורמת לפירכוסים


(x)  הפרעה עצבית הגורמת תנועות גוף פתאומיות - סידנהמס �
(X ) אם הינך עומדת לעבור ניתוח חמור הדורש שכיבה ממושכת�(x) לפני השימוש באוורה יש לעבור בדיקה רפואית אצל הרופא המטפל. 


(x) יש להיוועץ ברופא או ברוקח לפני השימוש באוורה אם הינך סובלת מהמצבים הבאים או שמצבים אלו  קרו או החמירו במהלך השימוש באוורה: 


(x) משקלך 90 ק"ג ומעלה 


(x) את או מישהו ממשפחתך סובל מרמות גבוהות של שומנים בדם (טריגליצרידים או כולסטרול) �(X ) אם במשפחתך היסטוריה של מחלות קרישה


(x) לחץ דם גבוה או אם לחץ הדם עולה�x)) בעיה בדם הנקראת פורפיריה (porphyria).


(x)  בעיה במערכת החיסונית הנקראת זאבת (systemic lupus erythematosus SLE).


(x)  בעייה בדם הנקראת תסמונת המוליטית אורמטית 


 (Haemolytic uremic syndrome-HUS). הגורמת לנזק כלייתי. �(x)  אובדן שמיעה


(x) אפילפסיה או בעיה אחרת הגורמת לפירכוסים


(x)  הפרעה עצבית הגורמת תנועות גוף פתאומיות - סידנהמס כוראה ((Sydenham’s chorea��
�
�
 


כוראה ((Sydenham’s chorea


(x) סוכרת 


(x) דיכאון 


(x) אבנים בכיס המרה


(x) בעיות בכבד הכוללות הצהבה של העור ולובן העיניים (צהבת)


 (x) מחלה דלקתית של המעי (מחלת קרון או דלקת כיבית של המעי הגס)


(x)  פריחה בעור המלווה בשלפוחיות במהלך הריון (הרפס הריון) �
 


(x) סוכרת 


(x) דיכאון  או היסטוריה של דיכאון


(x) אבנים בכיס המרה


(x) בעיות בכבד הכוללות הצהבה של העור ולובן העיניים (צהבת)


 (x) מחלה דלקתית של המעי (מחלת קרון או דלקת כיבית של המעי הגס)


(x)  פריחה בעור המלווה בשלפוחיות במהלך הריון (הרפס הריון) �
�
יעילות אוורה במניעת הריון�
�
כאשר משתמשים באוורה באופן הנכון, הסיכוי להיכנס להריון הוא כ-1%  ( הריון אחד מכל 100 נשים לשנה אחת ,בשימוש נכון), בדומה לגלולות למניעת הריון. 


הסיכוי להיכנס להריון עולה בשימוש לא נכון.


מחקרים קליניים מצביעים כי אוורה עלולה להיות פחות יעילה בנשים השוקלות מעל 90 ק"ג. אם הינך שוקלת מעל 90 ק"ג עליך להתייעץ עם רופאיך לגבי שיטת מניעת ההריון המתאימה ביותר עבורך.�
�
 אזהרות�
�


�
�(X ) עישון מעלה את הסיכוי לתופעות לוואי חמורות של הלב וכלי הדם בעת שימוש באמצעי מניעה הורמונליים (כדוגמת תכשיר זה).  הסיכוי עולה עם הגיל ועם מידת העישון (15 או יותר סיגריות ביום) ודי ניכר בנשים מעל גיל 35 שנים. לנשים המשתמשות בתכשירי מניעה הורמונליים , כולל אוורה, מומלץ מאוד לא לעשן.  


�
�
תגובות בין תרופתיות�
(x) תרופות מסויימות לטיפול בזיהום בנגיף ה-HIV (כגון ריטונאביר ונוויראפין)


(x) תרופות לטיפול בזיהומים (כגון פניצילינים, ריפאמפיצין וגריסאופולבין וטטרציקלין)


(x) מודאפיניל המשמש לטיפול בישנוניות


(x) תרופות לאפילפסיה כמו טופיראמאט, ברביטורטים, פניטואין סודיום, קרבאמאזפין, פרימידון, , אוקסקרבאזפין ופלבאמאט.�(x) בוסנטאן, תרופה לטיפול בלחץ דם גבוה בעורקי הריאה (ייתר לחץ דם ריאתי)


(x) St. John's Wort (היפריקום) הכנה צמחית לטיפול בדיכאון 


אם הנך נוטלת את אחת מהתרופות המצוינות לעיל ייתכן ותצטרכי להשתמש בשיטה נוספת למניעת הריון (כמו קונדום או דיאפרגמה). ההשפעה של חלק מהתרופות הללו יכולה להמשך עד 28 יום לאחר שהפסקת ליטול אותן.�(x) אם הינך נוטלת למוטריג'ין, תרופה לטיפול באפילפסיה, אוורה עלולה למנוע ממנה מלפעול כראוי , דבר המעלה את הסיכון ללקות בהתקפים (פירכוסים). ייתכן והרופא יצטרך�
(x) תרופות מסויימות לטיפול בזיהום בנגיף ה-HIV (כגון ריטונאביר ונוויראפין)


(x) תרופות לטיפול בזיהומים (כגון פניצילינים, ריפאמפיצין וגריסאופולבין וטטרציקלין)


(x) מודאפיניל המשמש לטיפול בישנוניות


(x) תרופות לאפילפסיה כמו טופיראמאט, ברביטורטים, פניטואין סודיום, קרבאמאזפין, פרימידון, , אוקסקרבאזפין ופלבאמאט.�(x) בוסנטאן, תרופה לטיפול בלחץ דם גבוה בעורקי הריאה (ייתר לחץ דם ריאתי)


(x) St. John's Wort (היפריקום) הכנה צמחית לטיפול בדיכאון 


אם הנך נוטלת את אחת מהתרופות המצוינות לעיל ייתכן ותצטרכי להשתמש בשיטה נוספת למניעת הריון (כמו קונדום או דיאפרגמה). ההשפעה של חלק מהתרופות הללו יכולה להמשך עד 28 יום לאחר שהפסקת ליטול אותן.�(x) אם הינך נוטלת למוטריג'ין, תרופה לטיפול באפילפסיה, אוורה עלולה למנוע ממנה מלפעול כראוי , דבר המעלה את הסיכון ללקות בהתקפים (פירכוסים). ייתכן והרופא יצטרך לשנות את מינון הלמוטריג'ין.


(X ) נטילת אוורה עם מיץ אשכוליות או תכשירים מסויימים כגון: פאראצטמול, ויטמין סי (חומצה אסקורבית),אינטרקונזול, קטוקונזטול, ווריקונזטול, פלוקונזול , תרופות להורדת כולסטרול (כולל אטורבטסטטין,�
�
�
לשנות את מינון הלמוטריג'ין.


(X ) נטילת אוורה עם מיץ אשכוליות או תכשירים מסויימים כגון: פאראצטמול, ויטמין סי (חומצה אסקורבית),אינטרקונזול, קטוקונזטל, ווריקונזטל, פלוקונזול , תרופות להורדת כולסטרול (כולל אטורבטסטין,רוזובסטטין), עלולה להעלות את רמות החומר הפעיל אתיניל אסטרדיול (אסטרוגן) בדם. 


מידע הקיים מגלולות משולבות למניעת הריון מראה כי התכשיר יכול להשפיע על הריכוז בדם של תרופות  נוספות אשר נלקחות בו זמנית. 


דוגמאות של תרופות שרמתם בדם עלולה לעלות:


ציקלוספורין, אומפרזול, פרדניזולון, תאופילין, ווריקונזול


דוגמאות של תרופות שרמתם בדם עלולה לרדת:


פאראצטמול, חומצה קלופיברית, מורפין, חומצה סליצילית , תמזפאם.�
רוזובסטטין), עלולה להעלות את רמות החומר הפעיל אתיניל אסטרדיול (אסטרוגן) בדם. 


מידע הקיים מגלולות משולבות למניעת הריון מראה כי התכשיר יכול להשפיע על הריכוז בדם של תרופות  נוספות אשר נלקחות בו זמנית. 


דוגמאות של תרופות שרמתם בדם עלולה לעלות:


ציקלוספורין, אומפרזול, פרדניזולון, תאופילין, ווריקונזול


דוגמאות של תרופות שרמתם בדם עלולה לרדת:


פאראצטמול, חומצה קלופיברית, מורפין, חומצה סליצילית , תמזפאם, למוטריג'ין.�
�
תכשירים הורמונליים משולבים למניעת הריון וקרישי דם (פקקת)


�
אם עברת או שאת עומדת לעבור ניתוח רציני או שעלייך להישאר במיטה לתקופה ארוכה; בדרך-כלל אין להשתמש באוורה במשך שבועיים לפני או שבועיים לאחר ניתוח�
אם עברת או שאת עומדת לעבור ניתוח רציני או שעלייך להישאר במיטה לתקופה ארוכה; בדרך-כלל אין להשתמש באוורה במשך לפחות 4 שבועות שבועיים לפני או שבועיים לאחר ניתוח�
�
 אופן השימוש�
התחילי מיד במחזור חדש של ארבעה שבועות על-ידי כך שתדביקי מדבקה חדשה.


כעת יש לך יום 1 חדש ו"יום החלפת מדבקה" חדש.


עלייך להשתמש באמצעי מניעה שאינו הורמונלי כגיבוי במשך השבוע הראשון של המחזור החדש.


את עלולה להיכנס להריון אם לא תמלאי הוראות אלו


אם את שוכחת להחליף את המדבקה:


בתחילת כל מחזור מדבקות חדש (שבוע ראשון (יום 1)):


אם את שוכחת להדביק את המדבקה שלך, את נמצאת במצב של סיכוי גבוה להיכנס להריון


עליך להשתמש באמצעי מניעה שאינו הורמונלי כגיבוי למשך שבוע .


הדביקי את המדבקה הראשונה של המחזור החדש מייד כשאת נזכרת.


כעת יש לך "יום החלפת מדבקה" חדש ויום 1 חדש.�


באמצע מחזור מדבקות (שבוע שני או שלישי):


אם את שוכחת להחליף את המדבקה במשך יום אחד או יומיים (עד 48 שעות)�



התחילי מיד במחזור חדש של ארבעה שבועות על-ידי כך שתדביקי מדבקה חדשה.


כעת יש לך יום 1 חדש ו"יום החלפת מדבקה" חדש.


עלייך להשתמש באמצעי מניעה שאינו הורמונלי כגיבוי במשך השבוע הראשון ( 7 ימים ) של המחזור החדש.


את עלולה להיכנס להריון אם לא תמלאי הוראות אלו


אם את שוכחת להחליף את המדבקה:


בתחילת כל מחזור מדבקות חדש (שבוע ראשון (יום 1)):


אם את שוכחת להדביק את המדבקה שלך, את נמצאת במצב של סיכוי גבוה להיכנס להריון


עליך להשתמש באמצעי מניעה שאינו הורמונלי כגיבוי למשך שבוע .


הדביקי את המדבקה הראשונה של המחזור החדש מייד כשאת נזכרת.


כעת יש לך "יום החלפת מדבקה" חדש ויום 1 חדש.�עלייך להשתמש באמצעי מניעה שאינו הורמונלי כגיבוי למשך שבוע ( 7 ימים ).


באמצע מחזור מדבקות (שבוע שני או שלישי):


אם את שוכחת להחליף את המדבקה במשך יום אחד או יומיים (עד 48 שעות)





�
�
�
הדביקי מדבקה חדשה מוקדם ככל שתיזכרי.


הדביקי את המדבקה הבאה ב"יום החלפת המדבקה" הרגיל שלך. 


לא דרוש שימוש באמצעי מניעה נוספים כגיבוי.


אם את שוכחת להחליף את המדבקה במשך יותר מיומיים (48 שעות או יותר)


אם את שוכחת להחליף את המדבקה במשך יותר מיומיים את עלולה להיכנס להריון.


התחילי במחזור חדש של ארבעה שבועות מייד כשאת נזכרת על-ידי הדבקת מדבקה חדשה. 


כעת יש לך "יום החלפת מדבקה" שונה ויום 1 חדש. 


 עלייך להשתמש כגיבוי באמצעי מניעה נוסף לא הורמונלי במשך השבוע הראשון של המחזור החדש.


�
הדביקי מדבקה חדשה מוקדם ככל שתיזכרי.


הדביקי את המדבקה הבאה ב"יום החלפת המדבקה" הרגיל שלך. 


לא דרוש שימוש באמצעי מניעה נוספים כגיבוי.


אם את שוכחת להחליף את המדבקה במשך יותר מיומיים (48 שעות או יותר)


אם את שוכחת להחליף את המדבקה במשך יותר מיומיים את עלולה להיכנס להריון.


התחילי במחזור חדש של ארבעה שבועות מייד כשאת נזכרת על-ידי הדבקת מדבקה חדשה. 


כעת יש לך "יום החלפת מדבקה" שונה ויום 1 חדש. 


 עלייך להשתמש כגיבוי באמצעי מניעה נוסף לא הורמונלי במשך השבוע הראשון ( 7 ימים )  של המחזור החדש.


�
�






