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Rekovelle 12; Rekovelle 36; Rekovelle 72
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Each prefilled multidose pen contains the following active ingredients:

Rekovelle 12: follitropin delta 12 mcg in 0.36 ml solution
Rekovelle 36: follitropin delta 36 mcg in 1.08 ml solution
Rekovelle 12: follitropin delta 72 mcg in 2.16 ml solution
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Controlled ovarian stimulation for the development of multiple follicles in women
undergoing assisted reproductive technologies (ART) such as an in vitro fertilisation
(IVF) or intracytoplasmic sperm injection (ICSI) cycle.
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Controlled ovarian stimulation for the development of | 4.1 Therapeutic
multiple follicles in women undergoing assisted reproductive | Indication
technologies (ART) such as an in vitro fertilisation (IVF) or
intracytoplasmic sperm injection (ICSI) cycle.
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.................................. 4.2 Posology and
Potential high responders (patients with AMH >35 pmol/L) have method of
not been studied in a protocol using down-regulation with administration
GnRH agonist.

Time of initiating treatment with REKOVELLE depends on the
type of protocol.

- in a protocol using a gonadotropin-releasing hormone (GnRH)
antagonist, the treatment with REKOVELLE should be initiated
on day 2 or 3 after start of menstrual bleeding,

- in a protocol using down-regulation with a GnRH agonist, the
treatment with REKOVELLE should be initiated approximately
2 weeks after the start of agonist treatment

Treatment should continue until adequate follicular
development (=3 follicles 217 mm) has been achieved, which
on average is by the ninth or tenth day of treatment (range 5 to
20 days). With pituitary desensitisation caused by a GnRH
agonist, a longer duration of stimulation and therefore a higher
total dose of REKOVELLE may be necessary to achieve
adequate follicular response.

A single injection of 250 micrograms recombinant human
chorionic gonadotropin (hCG) or 5,000 IU hCG is administered
to induce final follicular maturation.

In patients with excessive follicular development (of

225 follicles 212 mm), treatment with REKOVELLE should be
stopped and triggering of final follicular maturation with hCG
should not be performed.

......................................................... 4.4 Special
Excessive ovarian response to gonadotropin treatment seldom | warnings and
gives rise to OHSS unless hCG is administered to trigger final | special
follicular maturation. Furthermore, the syndrome may be more | precautions for
severe and more protracted if pregnancy occurs. Therefore, in | use

cases of ovarian hyperstimulation it is prudent to withhold hCG
and advise the patient to refrain from coitus or to use barrier
contraceptive methods for at least 4 days. OHSS may progress
rapidly (within 24 hours) to several days to become a serious
medical event. Early OHSS can occur within 9 days after
triggering of final follicular maturation. Late OHSS can develop,
as a consequence of the hormonal changes during pregnancy
10 or more days after triggering of final follicular maturation,.
Because of the risk of developing OHSS patients should be
followed for at least two weeks after hCG administration
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Gastrointestinal disorders. Uncommon (21/1,000 to <1/100): 4.8 Undesirable
Diarrhoea, Vomiting, Constipation, Abdominal discomfort? effects

Reproductive system and breast disorders.

Common (21/100 to <1/10): OHSS, Pelvic pain®, ,

Uncommon (21/1,000 to <1/100): Vaginal haemorrhage, Breast
discomfort®, )

@ Abdominal discomfort includes abdominal pain/distention.
b Pelvic pain includes pelvic discomfort and adnexa uteri pain.

¢ Breast discomfort includes breast pain, breast swelling, breast tenderness
and/or nipple pain.

In ovulatory patients with polycystic ovaries, undergoing a 5.1
GnRH antagonist cycle the incidence of early moderate/severe | Pharmacodynamic
OHSS and/or preventive interventions for early OHSS was properties

7.7% with REKOVELLE and 26.7% with follitropin alfa.

In a controlled trial evaluating the ovarian response with
individualised REKOVELLE dosing in patients with AMH <35
pmol/L, the mean number of oocytes was 11.1 £ 5.9 in a GnRH
agonist cycle (N=202) compared to 9.6 £ 5.5 in a GhRH
antagonist cycle (N=204), and the mean duration of stimulation
with REKOVELLE was 10.4 £ 1.9 days in a GnRH agonist
cycle compared to 8.8 + 1.8 days in a GnRH antagonist cycle.

Safety — immunogenicity

Anti-FSH antibodies were measured pre-dosing and post-
dosing in patients undergoing up to three repeated treatment
cycles with REKOVELLE (665 patients in cycle 1 in the
ESTHER-1 trial as well as 252 patients in cycle 2 and

95 patients in cycle 3 in the ESTHER-2 trial). The incidence of
anti-FSH antibodies after treatment with REKOVELLE was
1.1% in cycle 1, 0.8% in cycle 2 and 1.1% in cycle 3. These
rates were similar to the incidence of pre-existing anti-FSH
antibodies before exposure to REKOVELLE in cycle 1 which
was 1.4%, and comparable to the incidences of anti-FSH
antibodies after treatment with follitropin alfa. In all patients
with anti-FSH antibodies, titres were undetectable or very low
and without neutralising capacity. Repeated treatment with
REKOVELLE of patients with pre-existing or treatment-induced
anti-FSH antibodies did not increase the antibody titre, was not
associated with decreased ovarian response, and did not
induce immune-related adverse events.

Clinical trial experience with REKOVELLE in the long GnRH
agonist protocol is limited
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