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OVITRELLE®

Ovitrelle 250 Micrograms, Solution for Injection
NpPITA? NO!MN ,0NANP'N 250 VIR
Choriogonadotropin alfa 250 mcg / 0.5 ml
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For women undergoing superovulation prior to assisted reproductive techniques such as in vitro
fertilization (IVF):

Ovitrelle is administered to trigger final follicular maturation AND luteinisation AFTER stimulation
of follicular growth.

Anovulatory OR oligo-ovulatory women:

Ovitrelle is administered to trigger ovulation AND luteinisation in Anovulatory OR oligo-ovulatory

patients AFTER stimulation of follicular growth.
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Merck Serono Ltd. www.merckserono.co.il

18 Kishon St.

Yavne, Israel 81220

Tel: +972 8 9382610

Fax: +972 8 9403152
office.israel@merckgroup.com
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4.3 Contraindications:
) et ) : I

Special warnings and precautions for use
Ovarian Hhyperstimulation Ssyndrome (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, 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.




Mild manifestations of OHSS may include abdominal pain, abdominal discomfort and distension, and
enlarged ovaries. Moderate OHSS may additionally present with nausea, vomiting, ultrasound
evidence of ascites and marked ovarian enlargement.

Severe OHSS further includes symptoms such as severe ovarian enlargement, weight gain, dyspnoea
or oliguria. Clinical evaluation may reveal signs such as hypovolaemia, haemoconcentration,
electrolyte imbalances, ascites, pleural effusions, or acute pulmonary distress. Very rarely, severe
OHSS may be complicated by ovarian torsion or thromboembolic events, such as pulmonary

embolism, ischaemic stroke or myocardial infarction.
O . .

Clinical evaluation may reveal signs such as hypovolaemia, haemoconcentration,

electrolyte imbalances, ascites, pleural effusions, or acute pulmonary distress. 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 gonadotropins, high absolute or rapidly rising serum estradiol
levels and previous episodes of OHSS, large number of developing ovarian follicles and large number
of oocytes retrieved in ART cycles.

Adherence to recommended Ovitrelle dosage and regimen of administration can minimise the risk of
ovarian hyperstimulation. Monitoring of stimulation cycles by ultrasound scans as well as estradiol
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, it is recommended that hCG be withheld and the patient be advised to
refrain from coitus or use barrier contraceptive methods for at least 4 days.

As OHSS may progress rapidly (within 24 hours) or over several days to become a serious medical
event, patients should be followed for at least two weeks after hCG administration.

Mild or moderate OHSS usually resolves spontaneously. If severe OHSS occurs, it is recommended
that gonadotropin treatment be stopped and that the patient be hospitalised and appropriate
therapy be started.

Multiple pregnancy
... Multiple pregnancies, especially high order, carry an increased risk of adverse maternal and




4.8

perinatal outcomes.

relatedtothe numberof embryosreplaced:

To minimise the risk of higher order multiple pregnancy, careful monltormg of ovarian response is
recommended Adherence

i ¢. In patients undergoing
ART procedures the r|sk of multiple pregnancy is related mainly to the number of embryos replaced,
their quality and the patient age.

Miscarriage Pregnancy loss
The incidence of pregnancy loss by miscarriage or abortion is higher in patients undergoing
stimulation of follicular growth for ovulation induction or ART than following natural conception.

Ectopic pregnancy

Women with a history of tubal disease are at increased risk for ectopic pregnancy, whether the
pregnancy is obtained by spontaneous conception or with fertility treatments. The prevalence of
ectopic pregnancy after ART in this population was reported to be higher than in the general
population.

Thromboembolic events
In women with recent erengeing thromboembolic disease...

.. It should be noted, however, that pregnancy |tseIf as well as OHSS also carry an mcreased risk of
thromboembollc events

Reproductive system neoplasms

There have been reports of ovarian and other reproductive system neoplasms, both benign and
malignant, in women who have undergone multiple treatment regimens for infertility. It is not yet
established whether or not treatment with gonadotropins increases the risk of these tumours in
infertile women.

Fertility, pregnancy and lactation

Pregnancy

There is no indication for the use of Ovitrelle during pregnancy. Data on a limited number of exposed
pregnancies indicate no increased risks of malformation or foeto/neonatal toxicity. Ne-clinical-data

I . lable.

Effects on ability to drive and use machines
Ovitrelle is-expected-te-have has no or negligible influence on the ability to drive and use machines

Undesirable effects
Summary of the safety profile




In comparative trials with different doses of Ovitrelle, the-followingadversereactions-were OHSS
was found to be associated with Ovitrelle in a dose-related fashion-OHSS~vemiting-and-nradsea-

List of adverse reactions

”’ 5 ion irritability. rest

Gastrointestinal disorders
Common: Abdominal distension...
Uncommon: Abdominal discomfort
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Reproductive system and breast disorders
Uncommon: Severe OHSS, breastpain

General disorders and administration site conditions
Common: Firedness , Injection site reactions.
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