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GONAL-€6 75 IU

Powder and solvent for solution for injection

Ingredient:

Active ingredient: follitropin alfa

Follitropin alfa is recombinant human follicle stimulating
hormone (r-hFSH) produced in Chinese Hamster Ovary cells by
recombinant DNA technology.

Composition

Each vial contains 5.5 micrograms of follitropin alfa equivalent to
75 U (International Units). Each ml of the reconstituted solution
contains 75 IU.

Clinical Properties

Indications

Women

Anovulation including polycystic ovarian syndrome in women who
have been unresponsive to treatment with clomiphene citrate.
Stimulation of multifollicular development in women undergoing
superovulation for assisted reproductive technologies (ART) such
as in vitro fertilisation (IVF), gamete intra-fallopian transfer
(GIFT) and zygote intra-fallopian transfer (ZIFT).

Men

Stimulation of spermatogenesis in men who have congenital or
acquired hypogonadotrophic hypogonadism with concomitant
human Chorionic Gonadotropin (hCG) therapy.

Dosage and administration

Treatment with GONAL-f should be initiated under the
supervision of a physician experienced in the treatment of
fertility disorders.

Posology

The dose recommendations given for GONAL-f are those in
use for urinary FSH. Clinical assessment of GONAL-f indicates
that its daily doses, regimens of administration, and treatment
monitoring procedures should not be different from those
currently used for urinary FSH-containing medicinal products.
It is advised to adhere to the recommended starting doses
indicated below.

Comparative clinical studies have shown that on average
patients require a lower cumulative dose and shorter treatment
duration with GONAL-f compared with urinary FSH. Therefore, it
is considered appropriate to give a lower total dose of GONAL-f
than generally used for urinary FSH, not only in order to optimise
follicular development but also to minimise the risk of unwanted
ovarian hyperstimulation.

Women with anovulation (including polycystic ovarian
syndrome)

GONAL-f may be given as a course of daily injections. In
menstruating women treatment should commence within the
first 7 days of the menstrual cycle.

A commonly used regimen commences at 75 - 150 IU FSH daily
and is increased preferably by 37.5 or 75 U at 7 or preferably
14 day intervals if necessary, to obtain an adequate, but
not excessive, response. Treatment should be tailored to the
individual patient's response as assessed by measuring follicle
size by ultrasound and/or oestrogen secretion. The maximal daily
dose is usually not higher than 225 IU FSH. If a patient fails to
respond adequately after 4 weeks of treatment, that cycle should
be abandoned and the patient should undergo further evaluation
after which she may be recommence the treatment at a higher
starting dose than in the abandoned cycle.

When an optimal response is obtained, a single injection of
250 micrograms recombinant human choriogonadotropin alfa
(r-hCG) or 5,000 IU, up to 10,000 IU hCG should be administered
24 - 48 hours after the last GONAL-f injection. The patient is
recommended to have coitus on the day of, and the day following,
hCG administration. Alternatively intrauterine insemination (IUl)
may be performed.

If an excessive response is obtained, treatment should be
stopped and hCG withheld. Treatment should recommence in
the next cycle at a dosage lower than that of the previous cycle.

Women undergoing ovarian stimulation for multiple
follicular development prior to in vitro fertilisation or other
assisted reproductive technologies

A commonly used regimen for superovulation involves the
administration of 150 - 225 |U of GONAL-f daily, commencing
on days 2 or 3 of the cycle. Treatment is continued until adequate
follicular development has been achieved (as assessed by
monitoring of serum oestrogen concentration and/or ultrasound
examination), with the dose adjusted according to the patient’s
response, to usually not higher than 450 IU daily. In general
adequate follicular development is achieved on average by the
tenth day of treatment (range 5 to 20 days).

A single injection of 250 micrograms r-hCG or 5,000 IU up
to 10,000 IU hCG is administered 24 - 48 hours after the last
GONAL-f injection to induce final follicular maturation.
Down-regulation with a gonadotropin-releasing hormone (GnRH)
agonist or antagonist is now commonly used in order to suppress
the endogenous LH surge and to control tonic levels of LH.
In a commonly used protocol, GONAL-f is started approximately
2 weeks after the start of agonist treatment, both being continued
until adequate follicular development is achieved. For example,
following two weeks of treatment with an agonist, 150 - 225 IU
GONAL-f are administered for the first 7 days. The dose is then
adjusted according to the ovarian response.

Overall experience with in IVF indicates that in general the
treatment success rate remains stable during the first four
attempts and gradually declines thereafter.

Men with hypogonadotrophic hypogonadism

GONAL-f should be given at a dose of 150 IU three times a

week, together with hCG, for a minimum of 4 months. If after

this period, the patient has not responded, the combination

treatment may be continued; current clinical experience

indicates that treatment for at least 18 months may be necessary

to achieve spermatogenesis.

Administration

GONAL-f is intended for subcutaneous administration.

The injection site should be alternated daily.

Self-administration of GONAL-f should only be performed by

patients who are well motivated, adequately trained and have

access to expert advice. If you administer GONAL-f yourself,

please carefully read and follow the 'Instructions for use'

provided at the end of this package insert.

e GONAL-f must be administered
preparation.

e The first injection of GONAL-f should be given under
supervision of your doctor.

e Your doctor or nurse will show you how to inject GONAL-f
before you can inject yourself.

immediately after

Contraindications

e Allergy (hypersensitivity) to the active ingredient follitropin
alfa, FSH or to any of the excipients (see section 'Excipient’
above)

®  Tumours of the hypothalamus or pituitary gland

e Large ovaries or sacs of fluids within the ovaries (ovarian
cyst) not due to polycystic ovarian syndrome

e Unexplained vaginal bleeding (gynaecological haemorrhages
of unknown aetiology)

e Cancer in the ovaries, uterus or breasts

Gonal-f must not be used when an effective response cannot

be obtained, such as:

e Primary ovarian failure

e Malformations of sexual organs incompatible with
pregnancy

e Fibroid tumours of the uterus incompatible with pregnancy

® Primary testicular insufficiency

Do not use GONAL-f if any of the above applies to you. If you

are not sure, talk to your doctor or pharmacist before using this

medicine.

Special warnings and precautions

GONAL-F is a potent ganadotrophic substance capable of
causing mild to severe adverse reactions, and should only be
used by physicians who are thoroughly familiar with infertility
problems and their management.

Gonadotropin therapy requires a certain time commitment by
physicians and supportive health professionals, as well as the
availability of appropriate monitoring facilities. In women, safe
and effective use of GONAL-f calls for monitoring of ovarian
response with ultrasound, alone or preferably in combination
with measurement of serum oestradiol levels, on a regular basis.
There may be a degree of interpatient variability in response to
FSH administration, with a poor response to FSH in some patients
and exaggerated response in others. The lowest effective dose
in relation to the treatment objective should be used in both
men and women.

Porphyria

Tell your doctor before you start treatment, if you or any member of

your family have porphyria (an inability to break down porphyrins

that may be passed on from parents to children) as GONAL-f may

increase the risk of an acute attack. Patients with porphyria or a

family history of porphyria should be closely monitored during

treatment with GONAL-f. Deterioration or a first appearance of

this condition may require cessation of treatment.

Tell your doctor straight away if:

e your skin becomes fragile and easily blistered, especially skin
that has been frequently in the sun, and/or

® you have stomach, arm or leg pain. In case of the above
events your doctor may recommend that you stop treatment.

Treatment in women

Before starting treatment, the couple's infertility should be
assessed as appropriate. It is recommended that GONAL-f is
not used in conditions where an effective response cannot
be expected, such as primary ovarian failure, malformation
of the sexual organs incompatible with pregnancy or fibroid
tumours of the uterus usually considered incompatible with
pregnancy. Prior to the treatment patients should also be
evaluated for hypothyroidism, adrenocortical deficiency and
hyperprolactinaemia and appropriate specific treatment should
be given.

Patients undergoing stimulation of follicular growth, whether
as treatment for anovulatory infertility of ART procedures, may
experience ovarian enlargement or develop hyperstimulation.
Adherence to recommended GONAL-f dose and regimen of
administration, and careful monitoring of therapy will minimise
the incidence of such events. For accurate interpretation of the
indices of follicle development and maturation, the physician
should be experienced in the interpretation of relevant tests.

In clinicals trials, an increase of the ovarian sensitivity to
GONAL-f was shown when administrated with lutropin alfa.
If an FSH dose increae is deemed appropriate dose adaption
should preferably be at 7-14 day intervals and preferably with
37.5-75 IU increments.

No direct comparison of GONAL-f/LH versus human menopausal
gonadotropin (WMG) has been performed. Comparison with
historical rate suggest that the ovulation rate obtained with
GONAL-f [LH is similar to that obtained with hMG.

Ovarian Hyperstimulation Syndrome (OHSS)

This medicine increases your risk of developing OHSS. This is
when your follicles develop too much and become large cysts.
If the recommended dose and schedule of administration are
adhered to, the occurrence of OHSS is less likely.

Talk to your doctor straight away if you get lower abdominal pain,
gain any weight rapidly, feel sick or are vomiting or if you have
difficulty in breathing. Your doctor might ask you to stop using
this medicine (see section 'Adverse reactions).

GONAL-f treatment seldom causes severe OHSS unless the
medicine that is used for final follicular maturation (containing
hCG) is administered. If you are developing OHSS your doctor
may not give you any hCG in this treatment cycle and you may
be told not to have sex or to use a barrier contraceptive method
for at least four days.

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. [t 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 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 abdominal pain,
abdominal distension, severe pvarian enlargement, weight gain,
dyspnoea or oligouria and gastrointestinal symptoms including
nausea, vomiting and diarrhoea. Clinical evaluation may reveal
signs such as hypovolaemia, haemoconcentration, electrolyte
imbalances, ascites, haemoperitoneum, pleural effusions, or acute
pulmonary distress. 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, high doses
of exogenous gonadotropins, high absolute or rapidly rising
serum oestradiol levels (e.g. >900 pg/ml or >3,300 pmol/l
in anovulation; >3,000 pg/ml or >11,000 pmol/l in ART) and
previous episodes of OHSS, large number of developing ovarian
follicles (e.g. > 3 follicles of > 14mm in diameter in anovulation;
> 20 follicles of > 12 mm in diameter in ART).

Adherence to recommended GONAL-f dose and regimen of
administration can minimise the risk of ovarian hyperstimulation.
Monitoring of stimulation cycles by ultrasound scans as well as
oestradiol 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 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 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, it most often occurs after hormonal treatment
has been discontinued and reach its maximum at about 7 to
10 days following treatment. Therefore, patients should be
followed for at least two weeks after hCG administration.

In ART, aspiration of all follicles prior to ovulation may reduce
the occurrence of hyperstimulation. Mild or moderate OHSS
usually resolves spontaneously. If severe OHSS occurs, it is
recommended that gonadotropin treatment be stopped if still
ongoing, and that the patient be hospitalised and appropriate
therapy be started.

Multiple pregnancy

When using GONAL-f, you have a higher risk of being pregnant
with more than one child at the same time (‘multiple pregnancy’,
mostly twins), than if you conceived naturally. Multiple
pregnancy may lead to medical complications for you and
your babies, carries an increased risk of adverse maternal and
perinatal outcomes.

To minimise the risk of multiple pregnancy, careful monitoring of
ovarian response is recommended.

When undergoing ART the risk of having a multiple pregnancy
is mainly related to your age, the quality and the number of
fertilised eggs or embryos placed inside you. The patients should
be advised of the potential risk of multiple births before starting
treatment.

Pregnancy loss

When undergoing ART or stimulation of your ovaries to produce
eggs (follicular growth), you are more likely to have a miscarriage
than the average woman.

Ectopic pregnancy

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

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
treatment. Itis not yet established whether or not treatment with
gonadotropins increases the risk of these tumours in infertile
women.

PAG

Congenital anomalies

The prevalence of congenital malformations (birth defects) after
ART may be slightly higher than after spontaneous conceptions.
This could be due to parental factors @.g. maternal age, sperm
characteristics) ART procedures and multiple pregnancies.

Thromboembolic events

In women with recent or ongoing thromboembolic disease (blood
clotsin theleg orin the lung, or a heart attack or stroke) or women
with generally recognised risk factors for thromboembolic
events, such as personal or family history, treatment with
gonadotropins may further increase the risk for aggravation
or occurrence of such events. In these women, the benefits of
gonadotropin administration need to be weighed against the
risks. It should be noted, however, that pregnancy itself as well
as OHSS also carry an increased risk of thromboembolic events.

Treatment in men

To monitor the treatment, your doctor may ask you to provide
semen for analysis 4 - 6 months after starting treatment.
Elevated endogenous FSH levels are indicative of primary
testicular failure. Such patients are unresponsive to
GONAL-f/nCG therapy. Gonal-f should not be used when an
effective response cannot be obtained.

Sodium Content

GONAL-f contains less than Tmmol sodium (23mg) per dose, i.e.
essentially "sodium-free".

Interactions

Please tell your doctor or pharmacist if you are taking or
have recently taken any other medicines, including medicines
obtained without a prescription.

Concomitant use of GONAL-f with other agents used to stimulate
ovulation (e.g. hCG, clomiphene citrate) may potentiate the
follicular response, whereas concurrent use of a GnRH agonist
or antagonist to induce pituitary desensitisation may increase
the dosage of GONAL-f needed to elicit an adequate ovarian
response.

Pregnancy and lactation

Pregnancy

There is no indication for the use of GONAL-f during pregnancy.
Data on a limited number of exposed pregnancies indicate no
adverse reactions of gonadotropins on pregnancy, embryonal
or foetal development, parturition or postnatal development
following controlled ovarian stimulation.

No teratogenic effect has been observed in animal studies.
In case of exposure during pregnancy, clinical data are not
sufficient to exclude a teratogenic effect of GONAL-f.

Lactation

GONAL-f is not indicated during lactation. During lactation, the
secretion of prolactin can result in a poor prognosis to ovarian
stimulation.

Adverse reactions

Summary of the safety profile

The common adverse reactions are headache, ovarian cysts,
and local reactions at the injection site, such as pain, redness,
bruising, swelling or irritation. The mild to moderate of
Ovarian Hyperstimulation Syndrome (OHSS) is common but the
severe OHSS is uncommon.

The following definitions apply to the frequency terms used
hereafter:

e very common (affects more than 1 user in 10)
common (affects 1 to 10 users in 100)
uncommon (affects 1 to 10 users in 1,000)
rare (affects 1 to 10 users in 10,000)

very rare (affects less than 1 user in 10,000)

Adverse reactions in women

Immunological disease
Very rare: mild to severe allergic reaction including systemic
allergic reaction and shock

Neurological disease
e \lery common: headache

Vascular disease
e Rare: Thromboembolic

Breathing, chest and mediastinal
e \ery rare: Asthma deterioration

Gastrointestinal disease

e Common: abdominal pain, abdominal discomfort and
distension, nausea, vomiting and diarrhoea

Reproductive system and breast disease

e \lery common: ovarian cysts

e Common: mild to moderate OHSS and related symptoms

e Uncommon: severe OHSS and related symptoms

e Rare:severe complication of OHSS

General disease and local reactions at the injection site

e \ery common: local reactions at the injection site such as
pain, redness, bruising, swelling or irritation

Adverse reaction in men

Immunological disease

e \eryrare: mild to severe allergic reaction including systemic
allergic reaction and shock

Breathing, chest and Mediastinal

e \lery rare: asthma deterioration

Skin and subcutaneous tissue disease
e Common:acne

Reproductive system and breast disease
e Common: Gynecomastia, varicocele

General disease and local reactions at the injection site

e \lery common: local reactions at the injection site such as
pain, redness, bruising, swelling or irritation

Investigation
Common: weight gain

Overdose

The effects of an overdose of GONAL-f are unknown, nevertheless
there is a possibility that OHSS may occur, which is further
described in section 'Special warnings and precautions’ above.

Pharmacodynamic properties

GONAL-f contains a medicine called 'follitropin alfa'. Follitropin
alfa is a type of ‘Follicle Stimulating Hormone' (FSH) which
belongs to the family of hormones called ‘gonadotropins’.
Gonadotropins are involved in reproduction and fertility.

Pharmacodynamics

Pharmacotherapeutic group: Sex hormones and modulators of
the genital systems, gonadotropins,

ATC code: GO3GADS.

In women, the most important effect resulting from parenteral
administration of FSH is the development of mature Graafian
follicles. In women with anovulation, the object of GONAL-f
therapy is to develop a single mature Graafian follicle from which
the ovum will be liberated after the administration of human
Chorionic Gonadotropin (hCG).

Clinical efficacy and safety in women

In clinical trials, patients with severe FSH and LH deficiency were
defined by an endogenous serum LH level < 1.2 1U/l as measured
in a central laboratory. However, it should be taken into account
that there are variations between LH measurements performed
in different laboratories.

In clinical studies comparing r-hFSH and urinary FSH in assisted
reproductive technologies (ART) and in ovulation induction,
GONAL-f was more potent than urinary FSH in terms of a lower
total dose and a shorter treatment period needed to trigger
follicular maturation. In ART, GONAL-f at a lower total dose and
shorter treatment period than urinary FSH, resulted in a higher
number of oocytes retrieved when compared to urinary FSH.
Table: Results of study GF 8407 (randomised parallel group study
comparing efficacy and safety of GONAL-f with urinary FSH in
assisted reproduction technologies)

GONAL-f | urinary FSH
(n=130) (n=116)
Number of oocytes retrieved 11.0+59 8.8+48
Days of FSH stimulation required | 11.7+19 | 145+ 3.3
Total dose of FSH required 27.6+10.2 | 40.7 £ 13.6
(number of FSH 75 IU ampoules)
Need to increase the dose (%) 56.2 85.3

Differences between the 2 groups were statistically significant
(p< 0.05) for all criteria listed.
Clinical efficacy and safety in men

In men deficient in FSH, GONAL-f administered concomitantly
with hCG for at least 4 months induces spermatogenesis.

Pharmacokinetics
Pharmacokinetic characteristics of GONAL-f are essentially similar
to the pharmacokinetic characteristics of native human FSH.

E1

Absorption: Following subcutaneous administration, the
absolute bioavailability is about 70%. Following repeated
administration, follitropin alfa accumulates 3 fold achieving a
steady state within 3 - 4 days.

Distribution: Following intravenous administration, follitropin
alfa is distributed to the extracellular fluid space with an initial
half-life of around 2 hours and eliminated from the body with a
terminal half-life of about one day. The steady state volume of
distribution and total clearance are 10 | and 0.6 I/h, respectively.
Elimination: One-eighth of the follitropin alfa dose is excreted
in the urine.

Non-clinical safety data

Based on conventional studies of single and repeated dose
toxicity and genotoxicity non-clinical data reveal no special
hazard for humans additional to that already stated in other
sections of this document.

With respect to carcinogenicity, no in vivo studies have been
conducted with follitropin alfa due to essential similarity
of r-hFSH to the native human FSH. No carcinogenic risk is
anticipated from the therapeutic use of GONAL-f.

Impaired fertility has been reported in rats exposed to
pharmacological doses of follitropin alfa (> 40 IU/kg/day) for
extended periods, through reduced fecundity.

Given in high doses (> 5 IU/kg/day) follitropin alfa caused a
decrease in the number of viable foetuses without being a
teratogen, and dystocia similar to that observed with urinary
Menopausal Gonadotropin (hMG). However, since GONAL-f is
not indicated in pregnancy, these data are of limited clinical
relevance.

Pharmaceutical particulars

Excipients: sucrose, sodium dihydrogen phosphate monohydrate,
disodium phosphate dihydrate, methionine, polysorbate 20,
concentrated phosphoric acid and sodium hydroxide.

Solvent: Water for injections.

Incompatibilities

GONAL-f must not be administered as a mixture with other
medicinal products in the same injection, except lutropin alfa or
combination of lutropin alfa and 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.

Gonal-f can combine lutropin alfa for injection. Solve lutropin
alfa first and then mix with Gonal-f powder.

Storage and stability

Do not store above 25°C. Store in the original package, in order
to protect from light.

Do not use GONAL-f if you notice any visible signs of
deterioration, if the liquid contains particles or is not clear.

Do not use after the expiry date.

Keep medicines out of the reach of children.

Presentations

GONAL-f 75 IU (water for injection in pre-filled syringe):
GONAL-f is supplied in packs of 1 vials of powder with the
corresponding number of solvent in pre-filled syringes.

Instructions for use
This section tells you how to prepare and use your GONAL-f
powder and solvent.

Before starting the preparation, please read these instructions
the whole way through first.

Give yourself the injection at the same time each day.

1. Wash your hands and find a clean area

® |tisimportant that your hands and the items you use be as
clean as possible.

® Agood place is a clean table or kitchen surface.

2. Get together everything you need and lay them out:

1 pre-filled syringe containing the solvent (the clear liquid)
1 vial containing GONAL-f (the white powder)

1 needle for preparation

1 fine bore needle for injection under the skin

Not provided in the pack:

® 2alcohol swabs

® Tsharp container

3. Preparing the solution

e Remove the protective caps from the powder vial and from
the pre-filled syringe.

e Attach the needle for preparation to the pre-filled syringe,
insertitinto the powder vial and slowly inject all the solvent.
Swirl gently without removing the syringe. Do not shake.

e Check that the resulting solution is clear and does not
contain any particles.

e Turn the vial upside down and gently draw the solution back
into the syringe by pulling the plunger.

e Remove the syringe from the vial and set it down carefully.
Do not touch the needle and do not allow the needle to
touch any surface.

/

(If you have been prescribed more than one vial of GONAL-f,
slowly re-inject the solution into another powder vial, until
you have the prescribed number of powder vials dissolved
in the solution. If you have been prescribed lutropin alfa in
addition to GONAL-f, you may also mix the two medicines
as an alternative to injecting each product separately. After
dissolving the lutropin alfa powder, draw the solution back
into the syringe and re-inject it into the vial containing
GONAL-f. Once the powder has dissolved, draw the solution
back into the syringe. Inspect for particles as before, and do
not use if the solution is not clear. Up to three containers of
powder may be dissolved in 1 ml of solvent.)

4. Getting ready the syringe for injection

® Change the needle for the fine bore needle.

e Remove any air bubbles: If you see air bubbles in the syringe,
hold the syringe with the needle pointing upwards and
gently flick the syringe until all the air collects at the top.
Push the plunger until the air bubbles are gone.

5. Injecting the dose

® Immediately inject the solution: Your doctor or nurse will
have already advised you where to inject (e.g. tummy, front
of thigh). To minimise skin irritation, select a different
injection site each day.

e C(Clean the chosen skin area with an alcohol swab using a
circular motion.

e Firmly pinch the skin together and insert the needle at a
45° t0 90° angle using a dart-like motion.

® Inject under the skin by pushing gently the plunger, as you
were taught. Do not inject directly into a vein. Take as much
time as you need to inject all the solution.

® |mmediately withdraw the needle and clean the skin with an
alcohol swab using a circular motion.

6. After the injection

e Dispose of all used items: Once you have finished your
injection, immediately discard all needles and empty
glass containers safely preferably in the sharp container.
Any unused solution must be discarded.

Date of information
January 2017

Manufacturer

Merck Serono SA, Aubonne Branch
Zone Industrielle de I'Quriettaz, 1170 Aubonne, Switzerland.

Solvent
Merck Serono S.p.A.

Via Delle Magnolie 15, Zona Industriale di Modugno, 70026
Modugno, Italy.

(O]



®

MERRUTK

RS 75 EPEEENL (5.51K52 )

GONAL-6 751U (5.5mcg)
AERBEENER
BERRESEE 000763 37

277

EERAD : follitropin alfa

Follitropin alfa @FFAPEEEINEMAR ( Chinese Hamster
Ovary ( CHO ) Cell ) #EEBE R T I 25EMA £ AR RRIZNER

#EAK
B S Follitropin alfa 5.5%52 ( 75 BIBREEA ) o
BEAS75BEREN -

ER RS

SEFEE

TEBE

(1) i Z#E Clomiphene Citrate j6 % » BEEHENS (23
FILHVEEAE » PCOD ) ©

(2)HREBEATEBERENRM (ART) - WEEHZIE
(IVF) BBS@INEEA (GIFT)  SF@MIMEEA
(ZIFT) BBE - TRFEZREES -

SUEE

GONAL-f R ALEMEBMIRRIMR (hCG) - AINEERR

BEXAEXERRAZREZERIDEEE NEXB MR

B DRI TR ©

RizRE

GONAL-f* FEEB I R B AE B BB ARE B NEM o
BEans

GONAL-f" (2557 S 2 B B E FAAVER R ELEI FSHAER) © 1R
BRKDWER  ARTE0ES - REANIBEER
3812 + GONAL-f"E2 B BifE FABUER R BE FSH I AR o 2
HREWT -

{BTELL B GONAL-f* EARR FR B4 FSH AV ERIR S SR REE &
F GONAL-f* 80 BE P19 AREMNIREE RBRAEE
REFRSERER o UL © GONAL-f* BRI L —RRBUFR IR B
FSHIE PRIEMBAE - FERR T ZIFARREREN
REL  BHATENEBERFNEBREFHEIRE o

BHISEZ R MES (BIEBBILPEEIREE)

GONAL-f* Tl A DA B i B0 ERIZ SRS T o HRBRIE2L
HEE  BERCBINRICXARMBBE
—MRIAB R ES 751U E 150 IUBYFSH » R+ OXAE
SHEIFER - WRISRILI037.510K 751U - LUHRESEL0B
AKBHRIE - BB EBRESEENREM—BZH
PR HIESASEERE (1) MBS EUERBARN(2) 8
BHRNDW - SERARSEERBB 225U - BES
EESEN2MRNERE - WENEL—BE - B5E
SESE—SHHME - REBEHMIB T -8R © BB
EERSRSRAINNEEREMERNMBESEE -
ERERBER - EI5RE —HE)GONAL-f" % 24 B 48/\fF
7+ BB —EETHY 250 meg r-hCG 8% 5,000~10,000 1U hCG ©
BEBETIFMERMIRRER (nC6) BXRIBXE
B ARETIEAZE (U)o

EETBERMRE  AAPILBEERNSHEFHEBRERR
R (hCG ) (FSTEE ) UEHNRAEEEH - B
FRBEAEIE o

RS AE YR At LSRR MHIRL

BHEINe BT BB B BHAME —NE=XRE - BXiG
F GONAL-f" 150-225 U » FHEBBRERBHBETA (UE
AP ERRREN | B RBEREH ) - WKEZH
REBBSHRE  —RESHEZRAEBB4501U < B
BRENEIREFIIETETXAG (5-20k2/)
EERRE I GONAL-f % 24 B 48 /\BFA - [ENE—F
S189 250 meg r-hCG 3 5,000 ~ 10,000 1U hCG » BUBERETE
TEBIRE o

UM BRRIHSRAEDUA R L (GnRH agonist ) SUIEHAE
(antagonist ) NBEEHET (down regulation ) BE3EE A LE
EIBIRE S SBERARSIE (LH surge ) BIEERIEH
BRENIE(LH)ERE - —REBWEREERTERMY
IR RIENUARIBMMND (GnRH agonist ) —358% - BEIH
fEFAGONAL-f" - MERBER - EEEERBHOHIIE
8 o BIR0 : DUMERRRIH SR FERUR RS (GnRH agonist )
BiEBE_B% - BB GONAL-f 150~2251U » SEIE
EHEX - ARIRINENREMAELESE -
DABHEIIVFaEMERmsS - BREANERENIEEER
BRT TR - BRIBZRHEZHFE o

BB BT MRRS T D WBEE RO BR TN EEE R E
GONAL-f HEIE R 150 IUBBIRF =R IS hCGBE
ZEOHOER - EEREBEANBEBRNERE  INEES
HieE - RBBAREREAT  TEEEBRELD 18ER
PUERIFEFERBIBER o

Ri%

GONAL-f* AR NEEIHE T © [EEREIREH AL -
BEBITESCONAL-T BEENEMM - EZEEIRES
EEWEFSFTEES - WRIBBTHEIT GONAL-f™ - B
fEFAYER ©

* GONAL-f" BB RTIIRNER -

o FREES GONAL-f " FEFEESEMSNE TV B TN EAT ©

o BRETSNE TIE S BE T ER GONAL-F REFEST ©

BBAE

o #tfollitropin alfa, FSHHEMRERBHE (S8 "Mk
")

o NiRISIS NERIER

o RSB INEERB S NEIG AN INEEIES

o RERBAFIISE B M (FRERRAZFRILM )

o JUEE « I =S EOVEE

TOBE AL GONAL-f SR B EITEIBENEE - FDE

FA o Bt :

o RBMNERIBZEEZ

o LIEBEREMUE LIRSS

s ITHMEBMBREIRRE

o RFMENINERZ 2ESE

EBELMERZ—E  BDEMGONAL-f" o BEERETE -

BB ARG 2 R T8 D B8 AN SN Z26T o

BEEWIRSBR

GONAL-f" B —SABYEERRISR - TRESSIREBRIREN
BIfER - WRBNASEREEZIETS T RH0EEENER -
MHERRIB RO EREE S X BT EENEENRE TR
—EREFA -

BUBLE2BEWEERGONAL-f* » WARBSKERRE
NG RFESREF R M oestradiol BIRE o BEHFSH
HRETESAER - REBUBSKARENTUEE
RIBERR o

E-4= 1

ERFEARGEHRERBREE (—EREDBREREN
R THEBRXEEBETL ) ERBEERIBSA
IREVESET - A GONAL-f O AE I8 MR EE M SEMD
BN BERREEIABREERRZREZEESEES
GONAL-f "B ERHARIAENF BN BRI o BB EREERIL
HIRKREERE - BEVEF2FLEE

BB NIIER » BIENSREEE ¢

s BEEBIRFESHIIEKE LHREEKREREBXAT
BIRZRE - A0/
e RHEBE  FTEUMRIERE - 5B LMIER - BENTIAE
FEHEFLBE-
BRETUEE
TELLGONAL-f 5B Z Al » REBVKIRELEBUEIIET o
GONAL-f" M REE SN E KIS BIHENIER - HIER
BMNEDRERIB - ERARNMEBEREABERAS
BYAZN T EHHIER - KFAIFTEEEZESEPRNER
INEERE ~ B LIREIIAEARR ~ INFLHRBS @ Wi F
BENEE ©
BELNEEREBNASENAA LR E BRI E &
ETHBHENE  BURSENNEREATNENBER
B BREESF GONAL-f* BYE FAEI S EERAZ A/ BRIl
MIREELIRR - BENFRENNEZEZFEITED
ESEMADBNERARAT o
BRIRSERER N EE R lutropin alfa RFE1E N0 GONAL-f " 450
EHFEE - STESIBINFSHMBSERE - RIBE7-14X5H
S HBERSTES7.5-751U 2R o # GONAL-f°/LH E&{2
MARHSR (hMG ) (VB RBS o LLBBESIBEATRA
GONAL-f/LH EA hMG BUBEDRZR ZABLLAD ©

5P & B R ENZEE (Ovarian Hyperstimulation Syndrome, OHSS)
FERAAERZILIOHSS BENBKEY  ERERBHE
EEBZUERANEE SHEDEBEZEERHER
2+ BEOHSSHITTBEHBIR o

BRETIEER  BERRIEN ~ B - BIESKIFRE
o EIRNSXEEEN - BAUESEREFLERFE (S
8B ARRE") -

/3 GONAL-f ;B ERIR A SIREARE OHSS » FRIFIR EAFAZRIR
FBRERBNAVEY) (S hCG ) o BRELEOHSS » EBAfE
EEBERABATREASIEFEDNCE  METESESR
EOOXAREE LT RATEBRBRIBEERBIVESE
(‘barrier contraceptive methods ) ©

FiE2E ML K226 INERH T BRI MR
BRERRSBUNEFERENLEEE  BEEZOEN
BHER °

AEREBMMEINEIL K - OHSS ZFEERREE LN
FHE  DIEPRANNEILK s SREZMPIHEBEEEIN
RIZnmeE2EEmENER « RERERLBERE
BURSTRERAE ©

BEMNOHSSIEMRBIEER » BHAE - BIRRIDES
Ko PEGOHSSIEMRTEEESHIRE L © [BIE  BEK
o RAEVIEK R EAREEIENERIZ K -
EREOYOHSS AR BIERE R ~ FRIR ~ BREAVONEIZ K - 88
Eig0 ~ kA « RE[MDRZEBEERBERL ~ B
ITERMEIR o BRIR D alaE IR MBRAL « MRREILI ~
EREAFRE - 8K [BIRFEM PR ZAEME
BHIRZR o BREHYOHSS T AEH R F RAVINE R I M
RRERTINMRE » ROEPREAROIIEE -
SIFOHSSHIRBER T BIFFIK « BBEESS » ST
LR - BRRSHS ZINEMMERRINE BN
5% (oestradiol ) IRESIRE EF (WEEBIVERE P
M oestradiol i@ E = 900 pg/mL 3K 3300 pmol/L; TEART &
FEd - M oestradiol IRE RS 3000 pg/mLE 11000 pmol/
L) DR SHES LB OHSS ~ AEIEERBHINERE (10
EEENEBED  BEEE14mmB BB BN LR &
ARTEBEPEEET > 2mmBBBE 20BN ERF) -
TEEE1E GONAL-f BB FEISR O AR INEBE
RROBEEYE - BEFABSRIFERAISHNRRER
FIBGBHAL A R EARIRBER S -

BB NCCEABOHSSH—BEZRIR - LEIREEE
FJHEREEMEREEEIEEA - SRENEBERIHO
K » W00 P oestradiol SH4 5500 pg/mLB¥ 20200 pmol /L% /
FHRIEBE = 4018 - BRSLLEMRNCCBE  WEEREE
FEMTAIERRBESRBINBZIEZE DX © OHSS
TJEEERIRE (24 \F2ZA ) RERXAEERS - BEL
REGATRRRL 7- 10 RBREE - NEBBEHLTHCC
BEEEBHEDME o

AL HBENEERAM - BRI HENRREAER TR
EBERBOBER - BEHPEHOHSS BESENRHE
B o BRERRBAIOHSS @ BHEET PAVMIRRIARE
el BERTREZSESIOE

EZio)d

ERAGONAL-f B EERESRIBIRS (KBIRER
i) NBRIEBRENRZSES - SRBIRSZHIERER
PEBSERE -

BB ZIRIGIRS BRI - BRI SRR
RIE °

AL BB EERNEESRBESZNCRETRRBEF
B2 - EARBEINSRIEOERREETRH °
EERARESNRETZRIGBERR

BRERE
ETALBBEERMARMIPEUEENF (a8
BB RRUESHRERE -

FEHR

FERBRESREZABELER  REFURHINER
RE - WBISHSOEE - AT RENEBERMEE
FENSZRERR—MRAS °

LIERAIEE

SEFRUEERZSEBASEORE  RERMERMEINE
FMHETLEBERRIEBORE - BEREBERRNIRES
SRR F LR BEBORRIL

XM

AT BB EERM PR BB B R IE B Z ( HEERIE ) %
RITRRSRENZSE - TREHRXGHRER (HI40
FROFE - BIORE)  ATRBEBRNSRRS
f2hs -

MmERE

SHEAZAT S ERBMBERERR (BRIFHAME  SHE
RBEFPR ) FER » ABMERERZENBERREN
BARKEREOFL - ERMERRIBR RS L0
MRRERCHAFENBIRE - HELBLBFBESG
FHRA ARV ERR - BAFEIRRREIEUR
OHSS i Z1L NN MR 2 EAIRRE o

BEBMERE

BT EREN - BEMOAERERIBEER4-cBRRBEESE
RUBREIT D ©

SBERIAEM FSHRE LARTRJEUSEARIE @ EER
E¥GONAL-f/nCGBERBRME - STRIREER/BUR
FERF » REEREFS GONAL-f" o

m=e

GONAL-f " B—HBISZMDH 1 mmol (23mg ) » BA AR
BN

REEH

BRI EEERSES R EREMEYBENIERSE
W) FEEREBEMSNEEEN o
GONAL-f " Ed E fth R BEINBIZEH) (20 hCG ~ clomiphene
citrate ) (FFEEIIRIBBRE - MM RRHRERAE
F8{814 ( GnRH agonist ) SAIEHAEI ( GnRH antagonist ) A
REETERBERAENRE - AITIAEEIZI0GONAL-f 55
ZERENEREARNERRE o

RPEEET

B2

RS HARAREAA

BROMBAERSZHBURRET (DR300 BIESEH )
follitropin alfa ;R BAESNAESE | N ER B ©
YHBMURFIRBEICER - BERARBIBIDARE LR
RS AR RN GONAL-f TSR ERITIRENE

23
GONAL-f" RES IR IR o FERFLHAR - prolactin B9
DNSEHRHHNEERRTER ©

ARRE

KLk 15Ul

RERNARKRERER  WEBER IS IBHR
fE(R0 : @~ A1~ MIESKRHRE ) c BEPEAINER
ERIHAEIREE (OHSS ) BR » BEREBYOHSSRIRER ©
TIEEAREIAXREMAFBAREBERL

e +2ER (>1/10)

e E8 (>1/100,< 1/10)

e REER (> 1/1,000, < 1/100)

* 228 (> 1/10,000, < 1/1,000)

o JEEZFER (< 1/10,000)

THERENTRRIE

BRI

FRER  BRESENBHRE  BEF25B8MRERND
K52 o

TR EER

+AERBE-

MEERK

FR : MRRE -

[FOR ~ FORE R At i 5 7

FRER : [IHRIL -

AL B R

BR B ER - IEBRE B B BB -

EERR R EER

T+HER : NEREE -

BR  EEPE OHSS RIBRIEM ©

AER : BREHYOHSS RRABBIEM ©

Z28 : BRE OHSS ZHHEHIE o

— R4 BEIR R E BT BB AR

+AER  FHEIBBRME (20 : B AT ME -~ B
BRENRIHR ) ©

EMEENTERE

BRERIFER

FEER  BRESENBHRE  BiF25B8KRMEAK
% °

[POR ~ FORE RO 5 7

FRER : [IHRIL -

BB RAE A EER

BR BB

LERR R EER

HBR  BULIE - BREFIREE o

— R4 PR R BT BB AR

+HAER  FHEIBIBRME (20 : B AL MAE -~ i@
BRSVRIBRL ) o

rE
BR : eEEm-

BE
B GONAL-f EENRBESHHARME - BELMHEETY
HESRLEOHSS » FBREZBEITSIR -

HIBFEM

GONAL-f" FrS89%24) & follitropin alfa ° Follitropin alpha @
—REERMERFIHE (Gonadotropins ) BV BRIBER
( Follicle Stimulating Hormone, FSH ) » 14 AR RIS SREV/E AR ER
LIENZEER -

e

FIBARE - HRRIER

ATC code: GO3GA0S5

it DRSS R FRBREEE - REEHOW
AR ERNRENES -

HRELHEINORL - GONAL-f BB EBERELE —R
FAEVINESIEIE ( Graafian follicle ) » ARBICHIREAENE
RIMEBRRHER (hCG ) RABMESEDN o

LM ERR B EAZ S

ERRHE  RPREEZAEMP LHRE < 121U/ RIE
BRBENFHELHARE - BAZRERNGNEREEHLH
REEEARE -

ELRISHER TIRREZ r-nFSH FIRR A FSHRRRA
T i#RBAETEFIMT (assisted reproductive technologies, ART ) &2
ARUEINEERR AT DRIR  GONAL-f” LLRRRRIA FSHT]
DARENRE SR BRI IERF IR BRI
BB o HETT ARTHF » GONAL-f " R/ DAE FE LU ER R R4
FSHBRRBUIR A £ RRIGOVEERAR @ BRATEVSHING
RS E HBRREE FSHARS ©

K : GF8407 5 ERHEE ( LLB GONAL-" FOR BB FSH FB
RA T BRI il 2 BN 2 B 2 BE M A TS 5E )

GONAL-f* | FR/ZSYH FSH

(n=130) (n=116)
EVSHUIN R g E 1.0+£59 88+ 48
FREEBD FSH RIS R &L 1M.7£19 145+ 33
fﬁi?&sﬁ?ﬁgfﬂﬁ) 276102 | 407+ 136
FEZIENAE (%) 56.2 85.3

* W2 BB EHS IFH LL BAG RITRN B st LOVRR
EER(p<005)°

SRR L 2

fRZ FSH 2B » GONAL-f* B3 hCG R EBEE
DFEBREFEM ©

ZEEHE

GONAL-f " BZEM BN BN 14 BN | ER A $BAY FSH AUZEHD &Y
HBRFEAB o

RUT - BREERERE - BEEVEMITARAKIR 70% »
BEERT » f£3-4 XA follitropin alfa RIEBEMRE NEE
8E3fZ o

o6 - BIREETHRERE - follitropin alfa DR IBAZIMNRES
fE - EBIBEVF RN AR 2/\0F ; AR - RIRER
HAKK 1 X o EREMREBODMEBEERBRESR 0L
Ro6Lhe

HEBR : 1/88Y follitropin alfa EBER R HEM o
FEBRRBIZ M ER

KigE— - SRBIEFHRERFHEOER B 2 IERR
BRBETRASDHE AL RBEHBEMEMEZPB R
INIRERE

BRERT2RYEZ FSH (r-hFSH) EAASBHIFSHEA 2
ABILEY - B SRETES follitropin alfa 1T BRIBURIE6)EE8
&S - {EF8 GONAL-f B ETR AN BB 14 BIE o
SZERAPIRE follitropin alfa = 401U/ AT/ XEVRE - &£
EHESEEKE -

BRI hMG RHEBE - EREASHEIE M follitropin alfa
(= 5IUAFIXR) % SEREFTORBEEL - BR
BIERETH#E - BIRBFREEEA GONAL-f » PIBGE
FEHERRERBR

LoERY

BRSRH

BRFZE © sucrose, sodium dihydrogen phosphate monohydrate,
disodium phosphate dihydrate, methionine, polysorbate 20,
concentrated phosphoric acid and sodium hydroxide.

JBEI : Water for injections.

M

PR Y lutropin alfe ISBRBRRBRESHIR FURIEMEN
DEVEM ~ BEM « BYEHERFMRENBRHHBRENR
##,2 lutropin alfa il follitropin alfa #2& 4} » GONAL-f* RALER

PAGE 2

HEERRIREE T -
GONAL-f “BEER lutropin alfa —iREAES T 5T - FESLIBM
lutropin alfa B ILLARFHE GONAL-f ¥R ©

HEEIRBR

BEHAR25CUTTE - BRAMERBEIBNTE
BRI[CONAL-T BIYRWEENR - REMBRSFEHH
FFEBEREBRAIATIER -

FDEREBERARIES -

FEREERERME RS -

@8
GONAL-f* 75 BIBRESAL ( 5.5%58 ) —ST/VHREE » PSS 80
NIFESE EEBE (HTHE) o

AR

SEBSENE S SRR O ZE R A GONAL-f " BEGp o
FRInEEMBRT A SE S REEDRA

2 BHE —BFRIET B HIES -

1.IRFRERZFNEE

» BOFRAEMNSEARTENESF  E=
« BHIM S RIELFNEFABERE ©

REZH) -

2. E{EFRRENY 5 RRYI L FIERNRE :
e —XEBHE (BERE)

* —ifiEgm (BeBxX)

s —XIBAMETE

s —XXR TSR

BERARMDR

 MBEEIRIK

* —fB5F

3. EfmEHR

* IRERRBEHENES -

° ISB BN RRIBRHE L - LSS ERBE
121 EAS GONAL-f" B0/MReP » SHREIRNIRE M B IR i
TBEEHE - RUBDESR ©

¢ BEBRBE REBREBAI o

* IERRE - WiSHREHNERESBRIDIEIEREHE -

o i EHE IR EBRL AL o REEHERAY
R RTIABRE T -

/

(WREBHBB—HAL LB GONAL-f* » BIiSTH I3 605E
RISBROHE - EEIARTMIGRENHRD - WRE
WBRIIFER lutropin alfa » BTG EMIEE R —IE AR
BT o 5CiBRR lutropin alfa BEBAEBRIFEAS GONAL-f*
BUHR S - BREEERBOIFEPUREERESH
BIEEBENN - —EANGERRIAB=MESD )

4. E(EFTHEGE

o BIRTEIAIIHER o

cRERE  WRERHEEBERE - 18HHEREG LIITE
HEEIRBEPREHE LK - KHETEERBTE
B o

5. ESIHIE

o B ITHEERD  BMSNEIRB IS (IEF X
BRIFE ) » AR EHEENREY - SXEEERADLE
SYERAL ©

o BLUBNEIRIKAEBNHNEE T 8L o

o IBRRRTE > $15ELL45°-90° BESREET o

o AYEFEIHFHME - KBIERHNES R NIIgIE
HHETE - BEFHTER

o SFHISTRITZIRE AN DUBEIR KA EBEN HNER
TESTERAL o

a0

6. TR
s EEMBRMABNER  BRIHTE  ZEMHOH
RETHRBSBRFESHP - FTREATHBR

BEHBMH

2017F 1B

& [ : Merck Serono SA, Aubonne Branch

[ 3 @ Zone Industrielle de I"Quriettaz, 1170 Aubonne,
Switzerland

TBEIBYSERR © Merck Serono S.p.A.

I3 It ¢ Via Delle Magnolie 15, Zona Industriale di
Modugno, 70026 Modugno, ltaly

£ & BERERBBRAT

i it BIEHARERIBAE 895k 612

S 58 : (02)2162-1111
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