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Posology, dosage

When an optimal response is obtained, a & Administration

single injection of 250 micrograms of r- | VWhen an optimal response is
hCG or 5,000 IU to 10,000 IU hCG obtained, a single injection of
should be administered 24-48 hours after | 5:000 1U 0 10,000 1U hCG
the last Pergoveris injection. The patient | Should be administered 24-48
is recommended to have coitus on the day | hours after the last Pergoveris

of, and on the day following, hCG injection. The patientis

administration. Alternatively, intrauterine | Fécommended to have coitus on

insemination (1UI) may be performed. the day of, and on the day
following, hCG administration.

Special populations Alternatively, intrauterine

Older people insemination (1Ul) ard-ARTF may

There is no relevant indication for the use | be performed.
of Pergoveris in the elderly population.

Safety and effectiveness of Pergoveris in | inclinical-trials—patients-with
elderly patients have not been established. | severe FSH-and-LH-deficiency

were-defined-by-an-endogeneus
Renal and hepatic impairment serum-LHlevel <12 U/ as
Safety, efficacy, and pharmacokinetics of | measured-in-a-centraHaboratory-
Pergoveris in patients with renal or However_it should be taken-into
hepatic impairment have not been account that there are variations
established. between-LH-measurements

‘ in diff

Paediatric population laberatories—in-these-trialsthe
There is no relevant use of Pergoveris in ovulationrate-percycle-was 70-
the paediatric population 75%.

Method of administration

Pergoveris is intended for subcutaneous
administration. The first injection of
Pergoveris should be performed under
direct medical supervision. The powder
should be reconstituted immediately prior
to use with the solvent provided. Self-
administration of Pergoveris should only
be performed by patients who are well
motivated, adequately trained and with
access to expert advice.

Pergoveris is contraindicated in patients Pergoveris is contraindicated in Contraindications

with: patients with:

- hypersensitivity to the active « hypersensitivity to the active
substances or to any of the excipients | substances foHitropin-ata-and
listed in section 6.1 lutropin-ata or to any of the

« tumours of the hypothalamus and excipients

« case of tumours of the

ituit land
RESRETY glan hypothalamus and pituitary gland

6




« ovarian enlargement or ovarian cyst
unrelated to polycystic ovarian disease
and of unknown origin

« gynaecological haemorrhages of
unknown origin

« ovarian, uterine or mammary carcinoma

* ovarian enlargement or cyst not
due to polycystic ovarian disease
* gynaecological haemorrhages of
unknown aetiology

* ovarian, uterine or mammary
carcinoma

Porphyria
Patients with porphyria or a family history

of porphyria should be closely monitored
during treatment with Pergoveris. In these
patients, Pergoveris may increase the risk
of an acute attack. Deterioration or a first
appearance of this condition may require
cessation of treatment.

Treatment in women

Before starting treatment, the couple’s
infertility should be assessed as
appropriate and putative contraindications
for pregnancy evaluated. In particular,
patients should be evaluated for
hypothyroidism, adrenocortical
deficiency, hyperprolactinemia and
appropriate specific treatment should be
given.

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.

Very rarely, severe OHSS may be
complicated by ovarian torsion or
thromboembolic events such as
pulmonary embolism, ischaemic stroke or
myocardial infarction.

Independent risk factors for developing
OHSS include young age, lean body mass,
polycystic ovarian syndrome, higher
doses of exogenous gonadotrophins, high
absolute or rapidly rising serum oestradiol
level (> 900 pg/ml or > 3,300 pmol/l in
anovulation), previous episodes of OHSS
and large number of developing ovarian
follicles (3 follicles of > 14 mm in
diameter in anovulation).

Adherence to recommended Pergoveris
and FSH dosage and regimen of
administration can minimise the risk of
ovarian hyperstimulation. Monitoring of
stimulation cycles by ultrasound scans as
well as oestradiol measurements are

Patients with porphyria or a
family history of porphyria should
be closely monitored during
treatment with Pergoveris.
Deterioration or a first appearance
of this condition may require
cessation of treatment.

Before starting treatment, the
couple's infertility should be
assessed as appropriate and
putative contraindications for
pregnancy evaluated. In
particular, patients should be
evaluated for the following:

* hypothyroidism

« adrenocortical deficiency

* hyperprolactinemia ane-pituitary
or-hypothalamictumours

Appropriate specific treatment
should be given.

Patients undergoing stimulation of
follicular growth are at an
increased risk of developing
hyperstimulation in view of
possible excessive oestrogen
response and multiple follicular
development.

Hinicak trials lutropin-alfai

Special Warnings
and Special
Precautions for
Use




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 OHSS 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. Usually, OHSS
resolves spontaneously with the onset of
menses. Therefore patients should be
followed for at least two weeks after hCG
administration.

When a risk of OHSS is assumed,
treatment discontinuation should be
considered.

Ovarian torsion

Ovarian torsion has been reported after
treatment with other gonadotropins. This
may be associated with other risk factors
such as OHSS, pregnancy, previous
abdominal surgery, past history of ovarian
torsion, previous or current ovarian cyst
and polycystic ovarian syndrome.
Damage to the ovary due to reduced blood
supply can be limited by early diagnosis
and immediate detorsion.

Multiple pregnancy

In patients undergoing induction of
ovulation, the incidence of multiple
pregnancies and births is increased
compared with natural conception. The
majority of multiple conceptions are
twins. Multiple pregnancy, especially high
order, carry an increased risk of adverse
maternal and perinatal outcomes. To
minimise the risk of multiple pregnancy,
careful monitoring of ovarian response is
recommended.

Ectopic pregnancy

Women with a history of tubal disease are
at risk of ectopic pregnancy, whether the
pregnancy is obtained by spontaneous

Very rarely, severe OHSS may be
complicated by pulmonary
embolism, ischemic stroke and
myocardial infarction.

Excessive ovarian response
seldom gives rise to significant
hyperstimulation unless hCG is
administered to induce ovulation.
Therefore in cases of ovarian
hyperstimulation it is prudent to
withhold hCG in such cases and
advise the patient to refrain from
coitus or use barrier methods for
at least 4 days. OHSS may
progress rapidly (within 24 hours
to several days) to become a
serious medical event, therefore
patients should be followed for at
least two weeks after hCG
administration.

Adherence to recommended
Pergoveris and FSH dosage and
regimen of administration and
careful-monitering of therapy will
minimise the incidence of ovarian
hyperstimulation and-multiple
pregnraney

In patients undergoing induction
of ovulation, the incidence of
multiple pregnancies and births is
increased 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.

Women with a history of tubal
disease are at risk of ectopic
pregnancy, whether the
pregnancy is obtained by
spontaneous conception or with
fertility treatments. The
prevalence of ectopic pregnancy
after MF was reported to be2te
5%.as-comparedto-1to-1.5% in

the general population.
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conception or with fertility treatments.
The prevalence of ectopic pregnancy after
ART was reported to be higher than in the
general population.

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, thrombophilia or severe
obesity (body mass index > 30 kg/m?),
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 as well as OHSS also
carries an increased risk of
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.

Pergoveris should not be administered as
a mixture with other medicinal products,
in the same injection, except follitropin
alfa for which studies have shown that co-
administration does not significantly alter
the activity, stability, pharmacokinetic nor
pharmacodynamic properties of the active
substances.

Pergoveris should not be
administered as a mixture with
other medicinal products, in the
same injection, except follitropin
alfa.

Drug Interactions

Pergoveris should not be used during
pregnancy or lactation.

Pregnancy
There is no indication for the use of

Pergoveris during pregnancy. Data on a
limited number of exposed pregnancies
indicate no adverse reactions of follitropin
alfa and lutropin alfa on pregnancy,
embryonal or foetal development,
parturition or postnatal development
following controlled ovarian stimulation.
No teratogenic effect of such
gonadotropins has been reported in animal
studies. In case of exposure during
pregnancy, clinical data are not sufficient
to exclude a teratogenic effect of
Pergoveris.

Breast-feeding
Pergoveris is not indicated during

breast-feeding.

Fertilit
Pergoveris is indicated for use in
infertility (see section 4.1).

Pergoveris should not be used
during pregnancy or lactation.

Fertility,
pregnancy and
Lactation




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

No studies on the effects on the
ability to drive and use machines
have been performed

Effects on ability
to
drive and use

machines
Immune system disorders Immune system disorders Adverse events
Very rare: Mild to severe hypersensitivity | Very rare (<1/10,000) —
reactions including anaphylactic reactions | Mild systemic allergic reactions
and shock. {eg—mHdtermseferthema;
Nervous system disorders —faci ihg-urticaria;
Very common: ; .
Headache Serious cases of allergic reactions,
Gastrointestinal disorders including anaphylactic reactions,
Common: Abdominal pain, abdominal have also been reported.
distension, abdominal discomfort, nausea, | Nervous system disorders —
vomiting, diarrhea. Very Common (>1/10)
General disorders and administration site | Common (>1/100 to <1/10) —
conditions Headache -Semnelence
Very common: Mild to severe injection Gastrointestinal disorders
site reactions (e.g. pain, erythema, Common (>1/100 to <1/10)
haematoma, bruising, swelling and/or Abdominal pain and
irritation at the site of injection) gastrointestinal symptoms such as
nausea, vomiting, diarrhoea,
abdeminal-eramps and bloating.
General disorders and
administration site conditions
Very Common (>1/10) Mild to
severe injection site reaction
(pain, redness, bruising, swelling
and/or irritation at the site of
injection)
Symptoms The effects of an overdose of Overdose
The effects of an overdose of Pergoveris Pergoveris are unknown.
are unknown. Nevertheless there is a Nevertheless one could expect
possibility that OHSS may occur, which is | ovarian hyperstimulation
further described in section 4.4. syndrome to occur, which is
further described in section 4.4.
Management
Treatment is directed to symptoms.
For immediate and single use following For single use only. Special
first apening and reconstitution. Pergoveris must be reconstituted | Precautions for
Sz e e with the solvent before use. disposal and

The pH of the reconstituted solution is
6.5-7.5.

Pergoveris must be reconstituted with the
solvent before use by gentle swirling.
The reconstituted solution should not be
administered if it contains particles or is
not clear.

The reconstituted solution should
not be administered if it contains
particles or is not clear.

Pergoveris may be mixed with
follitropin alfa and co-
administered as a single injection.

other handling

10




Pergoveris may be mixed with follitropin
alfa and co-administered as a single
injection.
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