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	טקסט חדש

	Precautions
	Ovarian Hyperstimulation Syndrome (OHSS)

OHSS is a medical event distinct from uncomplicated ovarian enlargement. OHSS is a syndrome that can manifest itself with increasing degrees of severity. It comprises marked ovarian enlargement, high serum sex steroids, and an increase in vascular permeability which can result in an accumulation of fluid in the peritoneal, pleural and, rarely, in the pericardial cavities.

To minimise the risk of OHSS or of multiple pregnancy, ultrasound scans as well as oestradiol measurements are recommended. In anovulation the risk of OHSS and multiple pregnancy is increased by a serum oestradiol > 900 pg/ml (3300 pmol/l) and more than 3 follicles of 14 mm or

more in diameter. In ART there is an increased risk of OHSS with a serum oestradiol > 3000 pg/ml (11000 pmol/l) and 20 or more follicles of 12 mm or more in diameter. When the oestradiol level is > 5500 pg/ml (20200 pmol/l) and where there are 40 or more follicles in total, it may be necessary to withhold hCG administration.

Adherence to recommended GONAL-f dosage, regimen of administration and careful monitoring of therapy will minimise the incidence of ovarian hyperstimulation and multiple pregnancy (see sections 4.2  and 4.8 ).

In ART, aspiration of all follicles prior to ovulation may reduce the occurrence of hyperstimulation.
OHSS may be more severe and more protracted if pregnancy occurs. Most often, OHSS occurs after hormonal treatment has been discontinued and reaches its maximum at about seven to ten days following treatment. Usually, OHSS resolves spontaneously with the onset of menses.

If severe OHSS occurs, gonadotrophin treatment should be stopped if still ongoing, the patient hospitalised and specific therapy for OHSS started.

This syndrome occurs with higher incidence in patients with polycystic ovarian disease. 

Multiple pregnancy
Multiple pregnancy, specially high order, carries an increase risk in adverse maternal and perinatal outcomes.

In patients undergoing ovulation induction with GONAL-f, the incidence of multiple pregnancies is increased as compared with natural conception. The majority of multiple conceptions are twins. To minimise the risk of multiple pregnancy, careful monitoring of ovarian response is recommended.

Thromboembolic events

In women with generally recognised risk factors for thrombo-embolic events, such as personal or family history, treatment with gonadotrophins may further increase the risk. In these women, the benefits of gonadotrophin administration need to be weighed against the risks. It should be noted however, that pregnancy itself also carries an increased risk of thrombo-embolic events.

Treatment in men

Elevated endogenous FSH levels are indicative of primary testicular failure. Such patients are unresponsive to GONAL-f/hCG therapy.


	Ovarian Hyperstimulation Syndrome (OHSS)

A certain degree of ovarian enlargement is an expected effect of controlled ovarian stimulation. It is more commonly seen in women with polycystic ovarian syndrome and usually regresses without treatment.
In distinction to uncomplicated ovarian enlargement, that can manifest itself with increasing degree of severity.  OHSS is a condition that can manifest itself with increasing degrees of severity. It comprises marked ovarian enlargement, high serum sex steroids, and an increase in vascular permeability which can result in an accumulation of fluid in the peritoneal, pleural and, rarely, in the pericardial cavities.

Independent risk factors for developing OHSS include polycystic ovarian syndrome high absolute or rapidly rising serum oestradiol levels (e.g. > 900 pg/ml or > 3,300 pmol/l in anovulation; > 3,000 pg/ml or > 11,000 pmol/l in ART) and large number of developing ovarian follicles (e.g. > 3 follicles of ≥ 14 mm in diameter in anovulation; ≥ 20 follicles of ≥ 12 mm in diameter in ART).
Adherence to recommended GONAL-f dosage, regimen of administration and careful monitoring of therapy will minimise the incidence of ovarian hyperstimulation and multiple pregnancy (see sections 4.2  and 4.8 ).

Monitoring of stimulation cycles by ultrasound scans as well as oestradiol measurements are recommended to early identify risk factors.
There is evidence to suggest that hCG plays a key role in triggering OHSS and that the syndrome may be more severe and more protracted if pregnancy occurs. Therefore, if signs of ovarian hyperstimulation occur such as serum oestradiol level > 5,500 pg/ml or > 20,200 pmol/l and/or ≥ 40 follicles in total, it is recommended that hCG be withheld and the patient be advised to refrain from coitus or to use barrier contraceptive methods for at least 4 days. OHSS may progress rapidly (within 24 hours) or over several days to become a serious medical event. It most often occurs after hormonal treatment has been discontinued and reaches its maximum at about seven to ten days following treatment. Therefore patients should be followed for at least two weeks after hCG administration.
In ART, aspiration of all follicles prior to ovulation may reduce the occurrence of hyperstimulation
Mild or moderate OHSS usually resolves spontaneously. If severe OHSS occurs, it is recommended that gonadotropin treatment be stopped if still ongoing, and that the patient be hospitalised and appropriate therapy be started.
Multiple pregnancy
In patients undergoing ovulation induction, the incidence of multiple pregnancies is increased compared with natural conception. The majority of multiple conceptions are twins. Multiple pregnancy, especially of high order, carries an increased risk of adverse maternal and perinatal outcomes.
Thromboembolic events

In women with recent or ongoing thromboembolic disease or women with generally recognised risk factors for thromboembolic events, such as personal or family history, treatment with gonadotropins may further increase the risk for aggravation or occurrence of such events. In these women, the benefits of gonadotropin administration need to be weighed against the risks. It should be noted however that pregnancy itself as well as OHSS also carry an increased risk of thromboembolic events.

Treatment in men

Elevated endogenous FSH levels are indicative of primary testicular failure. Such patients are unresponsive to GONAL-f/hCG therapy. GONAL-f should not be used when an effective response cannot be obtained.


	Contraindications
	
	

	Undesirable effects
	Undesirable effects 4.8
Treatment in women

Immune system disorders
Very rare: Mild systemic allergic reactions (e.g. mild forms of erythema, rash, facial swelling, urticaria, oedema, difficulty breathing). Serious cases of allergic reactions, including anaphylactic reactions, have also been reported.
Gastrointestinal disorders
Common: Abdominal pain and gastrointestinal symptoms such as nausea, vomiting, diarrhoea, abdominal cramps and bloating
Reproductive system and 
breast disorders
Common: Mild to moderate OHSS 
(see section 4.4)

Uncommon: Severe OHSS (see section 4.4)

General disorders and administration site conditions
Very common: Mild to severe injection site reaction (pain, redness, bruising, swelling and/or irritation at the site of injection)

Treatment in men

General disorders and administration site conditions
Very common: Mild to severe injection site reaction (pain, redness, bruising, swelling and/or irritation at the site of injection)
	4.8 Undesirable effects

The most commonly reported adverse reactions are headache, ovarian cysts and local injection site reactions (e.g. pain, erythema, haematoma, swelling and/or irritation at the site of injection). 

Mild or moderate ovarian hyperstimulation syndrome (OHSS) has been commonly reported and should be considered as an intrinsic risk of the stimulation procedure. Severe OHSS is uncommon (see section 4.4).
Thromboembolism may occur very rarely, usually associated with severe OHSS (see section 4.4).
Treatment in women

Immune system disorders
Very rare: Mild  to sever  hypersensitivity reactions including anaphylactic reactions and shock .

Gastrointestinal disorders
Common: Abdominal pain, abdominal distension, abdominal discomfort,  nausea, vomiting, diarrhoea,

Reproductive system and 
breast disorders
Common: Mild to moderate OHSS 
(including associated symptomatology)
Uncommon: Severe OHSS (including associated symptomatology)
 (see section 4.4)

General disorders and administration site conditions
Very common: Injection site reaction (e.g. pain,  erythema,  haematoma, swelling and/or irritation at the site of injection)
Treatment in men
Immune system disorders
Very rare: Mild to severe hypersensitivity reactions including anaphylactic reactions and shock
Respiratory, thoracic and mediastinal disorders
Very rare: Exacerbation or aggravation of asthma
General disorders and administration site conditions
Very common:Injection site reaction (pain, erythema,  haematoma, swelling and/or irritation )
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	Clinical efficacy and safety in women
New Information:

In clinical studies comparing r‑hFSH (follitropin alfa) and urinary FSH in ART (see table below) and in ovulation induction, GONAL‑f was more potent than urinary FSH in terms of a lower total dose and a shorter treatment period needed to trigger follicular maturation. 

In ART, GONAL-f at a lower total dose and shorter treatment period than urinary FSH, resulted in a higher number of oocytes retrieved when compared to urinary FSH. 
Table: Results of study GF 8407 (randomised parallel group study comparing efficacy and safety of GONAL‑f with urinary FSH in assisted reproduction technologies)

[image: image1.emf]
Differences between the 2 groups were statistically significant (p< 0.05) for all criteria listed.


	
	
	

















