
Composition
1 via/~f active ingredient contains:
Active ingredient:
human follicle stimulating hormone
(urofollitropin, FSH). 7S and 1SOI.U..
Excipients: Lactose 10 mg. Solvent:
1 ml physiological solution,0.9%Naci.

Properties/Effects
Urofollitropin (FSH) is a hormone secreted by
the gonadotropic cells of the pituitary gland
anterior lobe.
Fostimon is a hormone preparation contai-
ning highly purified FSH, which is obtained
from the urine of postmeno-pausal women
and then freed of its LH content. The
secretion of FSH is permanent in men and
cyclic in women, occurring during both the
follicular and luteal phases of a normal
menstrual cycle.
FSH stimulates the growth, maturation and
functions of the follicles, enhancing the
production of oestrogens. Hence, the
endometrium is induced to proliferate,
enabling the implantation of a fertilized egg.

Pharmacokinetic
After i.m. or s.c. injection, the bioavailability
of FSH is of about 70-75% and it is known
that FSH is excreted in two phases. The
half-life of the first phase is of 4 hours,
whereas that of the second phase is of about
70 hours. Therefore, 72 hours after its
administration, FSH plasma levels are
significantly lower than initially. The renal
excretion of FSH in its intact biological and
immunological form is irrelevant. Kinetic
profile in particular clinical situations: it is
unknown whether the pharmacokinetic
properties of urofollitropin are affected in
case of renal or hepatic disorders.

Indications/Directions for use
A treatment with FSH followed by the
administration of human chorionic gonado-
tropin (HCG) is indicated to induce ovulation
in infertile women suffering from hypo-
thalamus or hypophyseal disorders and in
spanomenorrhoeic or amenorrhoeic women.
These women belong to the WHO Group II
and have generally already been treated with
clomiphene citrate.
Most have polycystic ovarian syndrome. FSH
offers good therapeutic prospects for
patients whose LH:FSH ratio has to be
adjusted, avoiding an exogenous supply of
LH.
FSH may be used alone or in concomitance
with human menopausal gonadotropin (HMG)
in order to stimulate multiple follicular growth
in patients involved in medically assisted
reproduction programmes (IVF-ET,GIFT).

Dosage/Use
A treatment with gonadotropins should be
given exclusively by a specialist physician,
experienced in the diagnosis and treatment
of fertility disorders.
Any possible cause for infertility must be
ruled out (i.e. mechanical, immunological and
andrological causes).

Ovulation induction in women with
hypothalamus-hypophyseal dysfunctions with
spanomenorrhoea or amenorrhoea (WHO
Group II):
the aim of the treatment is to bring a single
Graaf follicle to maturation within a few days,
by means of individually adapted doses of
FSH (Fostimon). Subsequently, the ovulation
Is induc d with an injection of human
chorionic gon dotropin (HCG).
The treatment consists of two phases:
First phase: i.m. or s.c. administration of 1 to
2 vials of Fostimon 75 I.U. daily. In menstrua-
ting patients the treatment will start during
the first 7 days of the menstrual cycle.
The follicular maturation is assessed by
hormonal controls and a clinical examination.
Hormonal controls include the assay of blood
(or urinary) oestrogens. The clinical examina-
tion involves the assessment of the dominant
follicle size by ultrasound.
The administration of Fostimon must be
continued until the oestrogen levels and the
dominant follicle size show that the patient is
in the pre-ovulatory phase:
- plasmatic oestradiol 300-800 pg

(1,1 - 2,9 pMol/ml);
- average diameter of the dominant follicle:

18-22 mm.
This score is usually reached after 7-12 days
of treatment. If the follicle maturation
pro-xess is too slow, the dosage can be
increased up to a maximum of 450 I.U. of
FSH (6 vials of Fostimon 75 I.U. or 3 vials of
Fostimon 150 I.U.) daily.
In case of no response after 4 weeks, the
course of treatment must be abandoned. In
case of excessive response, the course of
treatment must be abandoned and HCG
must not be injected (see "Contra-
indications ").
The course of treatment will be resumed at a
lower dosage.
Second phase: once the pre-ovulatory phase
is evident, the ovulation is induced with an
injection of 5,000 to 10,000 I.U. of HCG,
given a day after the last FSH (Fostimon)
injection. Ovulation generally takes place 32
to 48 hours later.
The patient will be advised to have sexual
intercourse every day, beginning on the day
prior to the administration of HCG and until

vulnuon I "1!\lliI t If, III pit f th
ovulation, pregn ncy do s not occur, the
treat-irnent can be repeated following the
same scheme for at least two courses of
treatment. If, in the pre-ovulatory phase,
more follicles with a 14-16 mm diameter are
found, the risk of a multiple pregnancy is
higher. In order to avoid this risk, HCG should
not be injected and a new course of
treatment should be started.
A subcutaneous injection of FSH can be
self-administered by the patient. In this case
it is extremely important to give the patient
precise directions of us .

Induction of a multiple follicular growth,
during a medically assisted reproduction
programme: The dose of Fostimon has to be
adapted to each patient, according to the
results emerging daily from the hormone
controls and the ultrasound. First phase: in
menstruating patients the treatment starts on
the 2nd or 3rd day of the cycle at a dosage of
150-225 I.U. of FSH daily, injected i.m. or s.c.
adjusting the dosage (max. 450 I.U. daily)
according to the ovarian response and until a
sufficient follicle maturation is reached, i.e.
plasma oestradiol level of 1 to 3
pMol/ml/follicie and diameter of mature
follicle 18-22 mm. In most cases, the
treatment duration will not exceed 10 days.
Second phase: the ovulation is induced by an
injection of 5,000 to 10,000 I.U. of HCG.
Down-regulation with a GnRH agonist is
nowadays frequently used to suppress
endogenous LH peak and to contain the
secretion of LH. In typical therapeutic
schemes, the administration of Fostimon
starts approximately 2 weeks after the GnRH
agonist and both treatments are continued
until a sufficient follicular growth is obtained
(e.g. administration of 225 I.U. of Fostimon
daily (s.c. or i.m.) during the first 7 days. The
dosage will subsequently be adjusted
according to ovarian response. In case of
excessiv response, the treatment will be
discontinued and HCG will not be injected
(see "Contra-indications").

Dir ctions for use
Fostimon can be injected either intramuscu-
larly or subcutaneously. The freeze-dried
substance must be reconstituted with the
ampoule of solvent shortly before use. In
order to avoid the administration of too high
volume, it is possible to dissolve up to 3 vials
of Fostimon 75 I.U. or 150 I.U. in '1 ml of
solvent. In order to facilitate the dissolution
of the freeze-dried substance, turn the vial
gently upside-down, avoiding the formation
of foam. Once reconstituted, Fostimon must
be injected immedi l Iy.

Use restrictions
Contra-indications:
Known hypersensitivity to one of the
ingredients contained in Fostimon. Pregnancy
and lactation. Premature menopause.
Sterility without impairment of normal
follicular maturation (e.g. due to tubar or
cervical factors). except for patients taking
part in a medically assisted reproduction
programme.
Ovarian cysts unrelated to polycystic ovarian
syndrome.
Gynaecological bleeding of undetermined
origin. Hypergonadotropic ovarian
insuffici ncy. Hyperprolactinaemia. Endocri-
nopathy of thyroidal or adrenal origin.
Ovarian, uterine or breast tumour. Pituitary
gland or hypothalamus tumour. Administra-
tion of HCG in case of suspected onset of
ovarian hyperstimulation syndrome, i.e. in
case of simple follicular stimulation plasma
oestradiol > 4 pMol/ml (> 1100 pg/ml)
and/or> 3 follicles> 16 mm, in case of
multiple follicular stimulation (ART protocol)
plasma oestradiol> 11 pMol/ml (> 3000
pg/ml) in presence of> 20 follicles having a
diameter of >12 mm.
Fostimon is ineffective in c s wh r
pregnancy is unlikely to occur, e.g. primary
ovarian failure, malformation of genital
organs or uterine fibroma. The partner's
fertility should be assessed before starting
the treatment.

Precautions
FSH (Fostimon) and HCG must be administe-
red with caution and at an appropriate
dosage, in order to avoid ovarian hyperstimu-
lation and multiple pregnancies. The patient
should be submitted to an endocrinological
and clinical examination at least every second
day during the whole course of treatment
and for the two weeks that follow.
An excessive oestrogen reaction due to FSH
does not generally cause any symptom of
hyperstimulation.
It is only after the administration of HCG that
hyperstimulation may occur (see "Dosage"
and "Contra-indications"). The clinical signs
of a mild ovarian hyperstimulation are:
abdominal pain or abdominal tension with
ovarian enlargement. In moderate to severe
cases «1 %) the clinical signs are: sudden and
marked ovarian hypertrophy, ascites with or
without pleural effusion and haemodynamic
dis-orders, rupture of ovarian cysts followed
by peritonitis.
Symptoms of hyperstimulation generally
appear 1 to 2 weeks after the administration
of HCG.



For this reason.the patient must be kept
under control for at least 2 weeks after the
last injection.
However, if painful symptoms should occur
only 3 weeks or more after the end of the
treatmerlf, their origin should be associated
to an imminent abortion or to an extra-
uterine pregnancy.
In cases of mild hyperstimulation, a careful
examination of the patient should be
sufficient. However, in case of ascites or
severe complications, the patient must be
hospitalized and submitted to an electrolyte
and ha modynamic control. In severe cases,
whose occurrence is rare, an ovarian
hyperstimulation syndrome with acute
ovarian hypertrophy can be accompanied by
accumulation of fluids in the abdomen and
thorax, as well as by more serious thrombo-
embolism complications. In rare cases, their
occurrence may be unrelated to an ovarian
hyperstimulation syndrome.
Women in superovulation treatment have a
higher risk of developing hyperstimulation
because of an excessive oestrogen response
or a multi follicular development. Th
aspiration of all follicles before ovulation can
reduce the risk of hyperstimulation. There is
very little risk of hyperstimulation if the
recommended dosage is followed nd the
n I ry pr lIti ns r tllke n. B f r
CJ IlllclollUpill II nm lit, th p ti nt hould
b informed that this can increase the risk of
a multiple pregnancy or spontaneous abortion.
However, there is no evidence of a higher risk
of foetus malformation in comparison with
blr th Iud Irom no: m I pregnancies.

Pregnancy/Lactation: Pregnancy category: X.
Human and animal experimentation have
shown that there is a hazard for the foetus;
furthermore, the risks involved when
administering Fostimon to pregnant
women outweigh the possible benefits.
Therefore, this drug is contra-indicated for
pregnant women.
It is unknown whether FSHpenetrates in milk,
or the effect it can have on breastfed babies.
Therefore, this drug is contra-indicated for
nursing mothers.

Side effects
Nausea, vomit, fever, articular pain,
cutaneous rash, breast tenderness and
irritation at the site of the injection have been
observed in rare cases. All severe complica-
tions occasioned by a gonadotropin
treatment are generally due to ovarian
hyperstimulation (see paragraph" Precau-
tions" and "Contra-indications"). Multiple
pregnancies: the incidence of multiple
pregnancies (in most cases twin

births) after a gonadotropin treatment is of
about 20%.
The risk of multiple pregnancies as a result of
medically assisted reproduction programmes
depends on the number of transferred
embryos.
Miscarriages: the incidence of miscarriages is
higher than in the average population, but it
is comparable to the one occurring to
women with fertility disorders. The risk of
ectopic pregnancies is higher than in the
average population, but it mainly concerns
women with tubal disorders. In rare cases,
arterial thromboembolism and peripheral or
cerebral venous occlusions (e.g. mbolism
or pulmonary infr r l, r I I II ',lr k ) h v
been associ t d with Il"clolt pin
treatment, wi thou th pu ',( II of ovarian
hyperstimul ti n. \1 h I I k· nn t be ruled
out durin tr otm nt with I limon or
Fostimon/HCG.

Interactions
No clinically signifi nt lnt I lion h v
been reported when using Fostimon.
The concomitant treatment with Fostimon
mcl rl miph n itrt ten increase the
I lIinll," I "POll ,wh ro: wh n using a
GnRl1 0 oni lit may b n ry to increase
the dosage of Fostimon in order to
obtain an adequate ovarian response.
No drug interaction has been reported.
Fostimon must not be mixed with other drugs
in the same syring

Overdosage
Gonadotropins have a very low acute toxicity.
However, an overdosage for more than 2
d y might cause ovarian hyperstimulation
yndrom (see "Precautions").

Other information
Storage: Fostimon must be stored at a
temperature lower than 25°C.
The product must not be used beyond the
expiry date indicated on the package.
Fostimon must be injected immediately after
reconstitution.

Presentation
Vials of 75 I.U. containing the freeze-dried
substance + ampoule of solvent: 1ml .
Vials of 150 I.U. containing the freeze-dried
substance + ampoule of solvent:
1 ml.

Notice: the active substance of this preparation is extracted from
human urine. Hence, the risk of transmission of pathogens of

a known or unknown nature cannot be ruled out completely.
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