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Dosage Form: Solution for Injection

Composition: Corifollitropin Alfa 100 mcg/0.5 ml, 150 mcg/0.5ml
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Controlled Ovarian Stimulation (COS) in combination with a GnRH antagonist for the
development of multiple follicles in women participating in an Assisted Reproductive

Technology (ART) program.
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4.2 Posology and method of administration
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In the treatment of women of reproductive age, the dose of Elonva is based on weight and
age.

- A single 100-microgram dose is recommended in women who weigh less than or
equal to 60 kilograms and who are 36 years of age or younger.

- A single 150-microgram dose is recommended in women:

- who weigh more than 60 kilograms, regardless of age.

- who weigh 50 kilograms or more and who are older than 36 years of age.

Women older than 36 years of age who weighed less than 50 kilograms were not studied.




Body Weight
Less than 50 kg 50 — 60 kg More than
60 kg
36 years or 100 micrograms | 100 micrograms | 150 micrograms
Age younger
Older than 36 Not studied. 150 micrograms | 150 micrograms
years

The recommended doses of Elonva have only been established in a treatment cycle with
a GnRH antagonist that was administered from stimulation day 5 or day 6 onwards (see
also sections 4.1, 4.4, and 5.1).

4.3 Contraindications

-Risk factors for OHSS
-Polycystic ovarian syndrome (PCOS).

4.4 Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch
number of the administered product should be clearly recorded.

Ovarian hyperstimulation syndrome (OHSS)

OHSS is a medical event distinct from uncomplicated ovarian enlargement. Clinical signs
and symptoms of mild and moderate OHSS are abdominal pain, nausea, diarrhoea, mild to
moderate enlargement of ovaries and ovarian cysts. Severe OHSS may be life-threatening.
Clinical signs and symptoms of severe OHSS are large ovarian cysts{prone-to—rupture),
acute abdominal pain, ascites, pleural effusion, hydrothorax, dyspnoea, oliguria,
haematological abnormalities and weight gain. In rare instances, venous or arterial
thromboembolism may occur in association with OHSS.

Signs—and-—symptomsTransient liver function test abnormalities suggestive of hepatic
dysfunction with or without morphologic changes on liver biopsy have also been reported in
association with OHSS are-stimulated—OHSS may be caused by administration of human

Cherionic-Genadetropin hCG and by pregnancy (endogenous hCG). Early OHSS usually




occurs within 10 days after hCG administration and may be associated with an excessive
ovarian response to gonadotropin stimulation. Usually-early- OHSSreselves-spontaneously
with-the-onset-ofmenses- Late OHSS occurs more than 10 days after hCG administration,
as a consequence of {multiple) the hormonal changes with pregnancy. Because of the risk
of developing OHSS, patients should be monitored for at least two weeks after hCG
administration.

Women with known risk factors for a high ovarian response may be especially prone to
the development of OHSS following treatment with Elonva. For women having their first
cycle of ovarian stimulation, for whom risk factors are only partially known, close
observation for early signs and symptoms of OHSS is recommended.

Follow current clinical practice for reducing the risk of OHSS during Assisted Reproductive
Technology (ART). Adherence to the recommended Elonva dose and treatment regimen
and careful monitoring of ovarian response is important to reduce the risk of OHSS.

To minimise monitor the risk of OHSS, ultrasonographic assessments of follicular
development and/or-determination-of-serum-estradiol-evels should be performed prior to
treatment and at regular intervals during treatment;_the concurrent determination of serum
oestradiol levels may also be useful. In ART there is an increased risk of OHSS with 18 or
more foIthes of 11 mm or more |n dlameter When-there-are-30-or-morefollicles-in-total-it

SS-If OHSS
develops standard and appropriate management of OHSS should be implemented and

followed.

Ovarian torsion

Ovarian torsion has been reported after treatment with gonadotropins, including Elonva.
Ovarian torsion may be related to other conditions, such as OHSS, pregnancy, previous
abdominal surgery, past history of ovarian torsion, and previous or current ovarian cysts.
Damage to the ovary due to reduced blood supply can be limited by early diagnosis and
immediate detorsion.

Ectopic pregnancy

Infertile women undergoing ARTand-particularly- N E-often have tubalabnormalities;-the an
increased incidence of ectopic pregnancies mightbe-inereased. It is important to have early
ultrasound confirmation that a pregnancy is intrauterine, and to exclude the possibility of
extrauterine pregnancy.

Vascular complications
Thromboembolic events, both in association with and separate from OHSS, have been
reported following treatment with gonadotropins, including Elonva. Intravascular




thrombosis, which may originate in venous or arterial vessels, can result in reduced blood
flow to vital organs or the extremities. In women with generally recognized risk factors for
thromboembolic events, such as a personal or family history, severe obesity (Bedy-Mass
Index>30kg/m?) or thrombophilia, treatment with gonadotropins may further increase this
risk. In these women the benefits of gonadotropin administration need to be weighed
against the risks. It should be noted, however, that pregnancy itself also carries an
increased risk of thrombosis.

4.5 Interaction with other medicinal products and other forms of interaction

Elonva may cause a false positive hCG pregnancy test if the test is administered during
the ovarian stimulation portion of the ART cycle. This may be due to cross-reactivity of
some hCG pregnancy tests with the carboxy-terminal peptide of the beta subunit of
Elonva.

4.8 Undesirable effects
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System organ class Frequency Adverse reaction

Immune system disorders Not known Hypersensitivity reactions, both
local and generalised, including rash

Psychiatric disorders Uncommon Mood swings

Vascular disorders Uncommon Hot flush

Musculoskeletal and connective =~ Uncommon Back pain

tissue disorders

Pregnancy, puerperium and Uncommon Abortion spontaneous

perinatal conditions

Reproductive system and breast Uncommon Adnexa uteri pain, premature

disorders ovulation, breast pain

General disorders and Uncommon Injection site haematoma, injection

administration site conditions site pain, irritability

Investigations Uncommon Alanine aminotransferase

increased, aspartate

aminotransferase increased
Injury, poisoning and procedural =~ Uncommon Procedural pain
complications

Description of selected adverse reactions

In addition, ectopic preghancy;—miscarriage and multiple gestations have been reported.
These are considered to be related to the-ART procedure or subsequent pregnancy.

In rare instances, thromboembolism has been associated with Elonva therapy as with
other gonadotropins.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
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Immunogenicity

Of the 2,511 women treated with Elonva who were evaluated for the formation of post-
treatment antibodies, four (0.16%) had evidence of antibody formation, including three who
had been exposed once to Elonva and one who had been exposed twice to Elonva. In each
case, these antibodies were non-neutralizing and did not interfere with the response to
stimulation or the normal physiologic responses of the Hypothalamic-Pituitary-Ovarian
(HPO) axis. Two of these four women became pregnant during the same treatment cycle in
which antibodies were detected, suggesting that the presence of non-neutralizing
antibodies after stimulation with Elonva is not clinically relevant.

5.2 Pharmacokinetic properties
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