(8)

©)

(10)

(11)

(12)

Pack Insert (Pen)
Date : 12AUG22
Date : 17AUG22*
Date : 19AUG22**
Date : 18NOV22***
Date : 12DEC22****

(1)

All Country Export

Version-5

There have been reports of ovarian and other reproductive system
tumours in women who have had infertlty treatment. It is not known if
treatment with fertility medicines increases the risk of these tumours in
infertile women.

Other medical conditions:
Inaddition,

tell your doctor ifyou:
ou.

Chlldren and adolescents:

Ifthe needle s not fully seated, you il ot g theful dose you need. I
replacs

i mjecllon Do hot il & pw cdle o1 the pen ymectar until you are
ready for the next injection, Before each injection, install a new needle

Rotate the dose adjustment level to call up a scale (after hearing the
“Glok', mak the scaloin alignd wih the cenirsof e window). Refer
tothe images 1and 2 below.

use of Foligraf in children and
Other medicines and Foligraf:
Tell your doctor or pharmacist if you are taking, have recently taken or
might take any other medicines. If Recombinant Human Follicular
Stimulating Hormone is used in a combination with clomifene citrate, the
of Recombinant Human Follicular Stimulating Hormone may be
increased. Ifa GnRH agonist
doses of Foligraf may

Pregnancy and breast-feeding:
Ask your doctor or medichne. You
should not use Foligraf if you are already pregnam or think you might
pregnant. Foligraf may affect milk production. It is unlikely that Follgral o
passed into breast milk. If you are breast-feeding, tell your doctor before
using Foligraf.

Driving and using machines:
Foligrafis our

Refer: i 3

Howis the Foligraf Pen Injector assembled?
The pen injector is used in conjunction with the USP Type 1 Glass
cartridge of pack size 3ml cartridge and pen needle for

2.1f you Iy overdose whi agjustng the dose, ur the dose

Refer toimage 2.2 below. After you [t e st aho he seats
line to the centré of the window. Do not hold down the injection button
when youretract). Refer toimage 2.2 below.

1. What should I do if I cannot see the liquid coming from the tip of
the needle when exhaust?

i ptotint,
~ Blood dlots (this may also ocour in the absence of unwanted
overstimulation of the ovaries

READ PACKAGE INSERT CAREFULLY BEFORE USE.
Human Follicle Stimulating Hormone Injection

Answer: Please confirm that the cartridge holder and th
beeninstalled in place. After confirming the installation is in place, follow

& 3.2 exhaust steps until the first drop of liquid appears on the needle
tip.

2.What should | doif | cannot see any fluid from the tip of the needle

« Pregn: ide the uterus (an ind
mumple pregnancies have also been reporled . These side effects are not
considered 1o be related to the use of Recombinant Human Follicular
Stimulating Hormone, but to Assisted Reproductive Technology (ART) or
subsequent pregnancy.

Answer: The needle may be clogged. Remove the needle, replace it with
another neede, and then follow the exhaust steps unil the first drop of
fiquid appears on the needle fip.

e. ig:
i ici children.

Storage by the patient:
Store between 2°~8°C. Do not !reeze. Protectfrom Light.

" . .
The increment is 12.5 U 0.0 208 mL. The maximum dose for a single
injection is 0.75mL If your injection dose is greater than 0.75mL,
should divide the entire dose into two injections. The total dose of two
injections is the dose you need toinject.

Howto injectthe drug?
in cave the user is h patient, they should take proper trainng about

injection of liquid memana 'All parts are not in direct contact with the
injection site and t medicine. This product is only used as an

inject site of inject the injection
site and ow o joatusing per fom thei oonsullmg doctoror healthcare

injection tool, an mainly related
liquid medicine.

Instructions:

c. How to use Foligraf:
Aiways use this medicine exactly as your doctor has told you. Check with
your doctor or pharmacistif you are not sure.

Dosage in women:
Your doctor will decide on your starting dose. This dose may be adjusted
during your treatment period. Further details on the treatment schedule
are given below. There are large differences between women in the
response of the ovaries to FSH, which makes it impossible to set a
dosage schedule which is suitable for all patients. To find the right
dosage, your doctor will check your follicle growth by means of ultrasound
scanning, and measurement of the amount of oestradiol (female sex
hormone) inthe blood.

*Womenwho are not ovulatins
Astariing doseis sot by your doctor, This dose is continued for at least
seven days. If there is no ovarian response, the daily dose will then be
gradualy increased until follicle growth and/or plasma oestradiol levels
indicate a proper response. The daily dose is then maintained until a
follicle of proper size is present, Usually, 7 to 14 days of treatment are
suffciet. Foligrafreatment s then stopped and ovelation willbe induced
e > 4 \
Y

Howare the injections given?

Foligraf solution for injection in cartridges has been developed for use in
pen. The separate instructions for using the pen must be followed
carefully. Do not use the Pen if the solution in cartridge contains particles
orifthe solution is not clear. Using the pen, injections just under the skin
(in the lower stomach, for example) can be given by yourself or your
partner. Your doctor will tell you when and how 1o o this. If you inject
yourself with Foligraf, follow the instructions carefully. The very first
injection of Foligraf should only be given in the presence of a doctor or

rse.

Whatis Foligraf Pen Injector?
Foligraf pen injector is composed of a Pen bady having the dose

The user selects the injection position and disinfects the skin at the
selected position. After the needle is pierced vertically into the selected
position, press the injection button until it stops. At this time, the dose

Rvawer: Rotse i dove sdjusiment ever uni the reacing of the dose
display is the injection dose you need.

How to maintain the pen injectos
Peninjectc d to be used with

fall, avoid hitting
hard objects, pay attention to dust and keep it clean. Before each
injection, make sure that there is liquid medicine at the needle tip (see
exhaust operation for details). After each injection, the neede should be
removed immediately, otherwise there may be other potential risks. Do
ot use fodine or luorin contaning detergent o clean the pen injector,

pen injector
cartridge, and needles should be stored out Yol e ranes of cxiaten. Db
1ot lubicate the pen inector. The pen irfecor s for e person oiy.

d

indication is "0", Refer to image 3-1, In order thatthe dose you
hoose has b i i

1. i
2. Combine the needle with the cartridge holder and rotate the needle
until it stops.

3. Before injection, remove the inner and outer needle caps. Be careful
notto bend or damage the neede. Keep the inner and outer neede caps
properly.

] A ’
h injection. Replace a needle every injection, which can ensure
sterity and prevent leakage, eliminate air bubbles, and reduce needle
blockage.

dle exhaustis not

that show
functioning properly?
The pen injector often needs to be vented several times when i is first
used. If you still do not see the liquid medicine flowing out after
exhausting several times, the needle may be blocked. If the liquid
medicine s still not visible, repeat the above steps until the liquid
medicine appears. Be sure to confirm that your pen injector is in a state

ohe ot the liquid medicine and the Pen needle, and all the parts
are notin contactwith the liquid medicine.

where the liquid be seen on the tip of the needle. If there is
liquid medicine flowing out after the needle is installed, this step is not
necessary.

Use a new, unopened, Pen needle provided in the pack for every single
injection. Do no re-use the same Pen needle after injection and discard
the Pen needle after use.

2
g i
he pen injector is used in conjunction with the 3mL cartridge and
|njecuon needle for subcutaneous njecion of uid medicie All pats
and
product is only used as an injection tool, and the onancatons ars
mainly related o the injected iquid medicine.

1. Rotate the dose adjustment lever until the reading of the dose
indicationis the injection dose nit you need.

he body, pl remove
the needle immediately after the injection. The needle Shos oo o
under the skin for at least 10 seconds. Before pulling out the needle, you
should keep pressing the injection bution without releasing it. Refer to
image 3-2 below.

Pull out the needle, the injection dose you have selected has been
inecied. Afte the nfecion is over, instal the outsr nesdls cap and
unscrew the ne foss he cap lgnly. Disposs of discarded nescles
Carefully 0 avoid accidental staboing

0

e the pen injector with a g Woped in mikd

detergent, nsver |mmerse the syringe in water. When the pen injector

fals, lease do ot epalrtyourset. I the ransportation pocess of he
ninjector,

syringe should be stored in a dry and well-ventilated room, away rom

Ifyouforgetto use Foligraf:
If you forget a dose do not use a double dose to make up for a missed

« Contact your doctor.
If you have any further questions on the use of this medicine, ask your
doctor.

d. Possible side effect:
Like all medlcmes lms medicine can cause side effects, although not
everybody gets th

Serious side effects in women:
A compliation wih FSH trestment is hyperstimulation of the ovaries.
Ovarian overstimulation may develop info a medical condition called
ovarian hyperstimulation syndrome (OHSS), which can be a serious
medical problem. The risk can be reduced by careful monitoring of
follicular development during treatment. Your doctor will do ultrasound
scans of your ovaries to carefully monitor the number of maturing
follicles. Your doctor may also check blood hormone levels. Pain in the
stomach, feeling sick or first symptoms.
Gases symploms may include enlargement of the ovaries, accumulation
of fluid n the abdomen and/or chest (which may cause sudden weight
gain due o fluid buld-up) and the occurrence of blood clots in he
circulation.

?
Theinjection e pressed (o inject the med

b the body.
Donottrytochange the dose during the injection.

This productis for one
afor he liuid moding in & cartidge finsh, The hquid medicine in the
cartridge can be injected in multiple times. The pushing process is
irreversiole. It is forbidden to use the injection button to push the push
piece out of the pen body before use.

What up?

+ Contact your doctor i stomach pains,
or any of the other symptoms of ovarian hyperstvmulatlon also if this
occurs some days after the lastinjection.

Ifyouare awoman:

Common side effects (may affect up to 1in 10 people):
~Head
- Injection site reactions (such as bruising, pain, redness, swelling and
itching).

~Ouvarian hyperstimulation syndrome (OHSS).
+Pelvic pain.

When i less than 4501U, the highest

bloating.

ptotin

adjusted by

«Diarrhoea, constipation, or stomach discomfort.
- Enlargement of the uterus.
« Feeling sick.

«Ovarian cysts or enlargement of the ovaries.
- Ovarian torsion (twisting of the ovaries).
+Vaginal bleeding.

Once the rubber inlay of a carmdge i plercod by a nocdle, th prodct
°C.

15450 U (3.0 g) / 900 U (86.0 pg)

©Foligraf’
e
Soluonforrfcton i preid pen
et petes
1.Generic Name:

Recombinant Human Follicle Stimulating Hormone Injection IH 450 1U
(33.0119)/9001U (66.0 pg).

in
Denotmx any ather cug into the cartrdges, Emply cartridges must ot
be refilled.

Do not throw away any medicines via wastewater or household waste,
Ask your pharmacist how {0 throw away medicines you no longer use.

£.C
Mhat

the pa

2.

“Recombinant Human Follcls snmulanng Hormone Injection I (66.0
4)/1.5mi Solution for injection n Profiled
- Recombinant Human Folicle Stimlating Hormone Injection IH (33.0
76.75miSoluton for njection in Profiled P
xcipients: Disodium Hydrogen Phosphate Anfydrous B.P, Mamnitol
jonine B.P, Tween 20 8., Meta-cresol B.P,

n

I

P, Sucrose B.P,
Water forinjection USP.

3.

Each cartridge contains the active substance Follitropin
Solution (Human Recombinant) with strengths of 450 U (33.0 ug) 900 IU
(66.0g) in aqueous solution.

Foligraf is a clear, colourless liquid solution for injection supplied in a
cartridge fitted into a Pen injector device. The other contents of the pack
aresterile Pen needles with pack insert

11. Details license number:
KD-4.

12. Date of revision:
21stJuly 2022,

H
i
i
Manufactured in India &
.st BMARAT SERUMS AND VACCINES LIMITED @
o7, k27
Jamw\h V\I\agv Mdmo \MIDC Ambumamliash
Thans 421506, Hanarsshta Sa, nd. IeossEcACPEN

3.Dos: ' ectioninPrei )
Ommﬁasumﬂﬂmumm%%m_ne cartridge contains a net lotal dose of 900 1U (66.0 yig) Follicle-

stimulating Hormone (Human Recombinant) in 1.5 ml aqueous solution.
The solution for injection contains the active substance produced by
ary (CHO) cellline.

One cartridge contains a net total dose of 450 U (33.0 ug) Follicle-

The solution for injection contains the aciive substance produced by
genelic Chinese hamster ovary (CHO) cellline.

4-Clinical partiulars:
erapeutc ndicaton:

~Anowlation (including polycystic ovarian disease, PCOD) in women

+ Stimulation of in women
for assisted jes (ART) such as in
vitro fertiisation (IVF), gamete intra-fallopian transfer and zygote intra-
fallopiantranster.
FSH in association wih & lutsnsing hormons (LH) preparalion is
for m
severs LH and FSH deficiency. In clinical tials these patients were
defined by an endogenous serum LHlevel < 1.21U/L.

*Inadult me

“"FSH is mdicated for the stimulation of spermatogenesis in men who

have congenital or acquired hypogonadotrophic hypogonadism with
i Chori in (hCG) therap:

4.2Posology and method of administration:
Treatment with Foligraf 450 1U (3.0 1) /900 1U (66.0 pg) Solution for
Injection in Prefilled Pen should be initiated under the supervision of a
physician experienced in the treatment of fertility problems. Foligraf 450
1U(33.0 g) 900 IU (66,0 yg) Soluion or njection n prefled pon i
intended for subcutaneous mini ation. The dosage
recommendations given for 450 IU 133 0 ug) /900 |u (66.0 pg) Solution
forir FSH.

Clinical assessment of indicates that its daily doses, regimens of
administration, and treatment monitoring procedures should not be
diferent from those currently used for urinary FSH-containing
preparations. However, the study reports conclude that, Foligraf is more
efective than urinary FSH in terms of a lower total dose and a shorter
treatment period needed to achieve pre-ovulatory conditions. It is
advised

1. Women with anovulation (including PCOD):

The obiecto 450 1U (330 4g) 900 U (60,0 Vi) carridge In Prefled
follicle from

which the ovum wIII be liberated after the administration of HCG. Foligraf

45010 (3.0 ig) 900 IU (66,0 ) Souton for injecton n refiled pen

1y be given as a course of daily vnjecllons In men \struating patients’

Treatment should bo talored fo tho. individual pallent‘s response as
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assessed by measuing folicle size by ulvasound andlor cestrogen
secretion. A commonly used regimen commences at 75 - 150 1U.
daily and s increased preferably by 37.5 or 751U, at 7 or preferably A
day intervals if necessary, to ol n adequate, but not excessive,
e3ponse. The maximal Gally doss is Usually hot Pigher than 255 1U of
FSH. If a patient fails to respond adequately after 4 weeks of treatment,
that cycle should be abandoned, and the patient should recommance
treatmentata en an
gptimal response is obtained, a single injection of 5 000 1L, up to 10 000
U, should be administered 24 - 48 hours after the last Foligraf 450
U (33 0] 1g) /900 1U (6.0 g) Solution for Injection in prefilled pen. The

atient is recommended to have coitus on the day of, and the day

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 lo achieve
spermatogenesis.

Special populations:
There is no relevant use of Foligraf 450 1U (33.0 ug) / 900 1U (66.0 g)

Seluonfor injocion i refled oen nthe iy populion. Sty and
effectiveness of Foligraf 450 1U (33.0 yig) / 900 U (66.0 pg) Solution for

hyperstimulation i prudent o wihold HCG and adviss the patent to
rai from cotus o fo Use barrer methods for atfeast Hs:
may progress rapidly (within 24 hours to several da come a
S bs el o, therefore pavamts ahould 5o flowsd for ot east
twoweeks after HCG administration.
Tominimize the risk of OHSS o of muliple pregnancy, ulrasound scans
as well as oestradiol
iho Tisk of OHSS and multle prognancy 15 rasscd oy Sonom
oestradiol > 900 pg/mL (3300 pmolf) and more than 3 follicles o tamm
or more in diamefer.In ART there is an increased risk of OHSS with a
000 pgimL (11000 pmol) an 20 r mors alices of

following,
(IUI) may be performed. If an excessive response is obtained, treatment
should be stopped, and HCG withheld (please see warnings). Treatment
should recommence in the next cycle at a dosage lower than that of the
previous cycle.

2. Women undergoing ovarian stimulation for multple folliular
vitro fe sation or other assisted

es:
monly used regimen for superovulation involves the administration
o1 150225 U of Folgraf 450 1U (33,0 1g) /900 IU (6.0 ig) Solution for
injection in prefilled pen daily, commencing on days 2 or 3 of the cycle.

Renal or hepaticimpai
Safety, efficacy and pharmacokinetics of Foligraf 450 1U (33.0 ug) / 900 IU
(66.0 11g) Solution for injection in prefilled pen in patients with renal or

Pediatric population:
There is no relevant use of Foligraf 450 1U (33.0 ug) / 900 1U (66.0 ig)

olution

4.3 Contraindications
Foligraf must not be used it

er. When the oestradiol level is > 5500 pg/mL
(2050 prvaih o and wherg there are 40 or more follicles in total, it may be

desensitization may increase the dosage of Follicle Stimulating hormone:
Injection (Human Recombinant) (-hFSH) ‘needed to elicit an adequate
ovarian response. No other linically significant drug interaction has been
reported during Follicle Stmulating hormone Injection (Human
Recombinant) (FhFSH)

46 Use in special populations (such as pregnant women, lactating

Use dufing prognancy: There.is no indicaion for use of Falicle
Stimulating hormone Injection (Human Recombinant) (--hFSH) during
pregnancy. No teralogenio risk has been reporid, folowing contoled
ovarian hyperstimulation, in ciinical use with gonadolrophins. In

engosure curing pregnancy. cliical data ate not Sifident 16 exciuce a
human follicular stimulating hormone.

°

necessary to wi
“Foligraf dosage, regimen of administration and careful monitoring of

omosor o dato, a0 particular malformative eflect has been reported. No

therapy wil minimize the inoidence of ovarian hyper stmulaton and
ultpi . INART, toovulation may
Tedte the scourrance of hyper stimulation. OHSS may be more severe
and more protacted fpregnancy occurs, ot ften, OHSS occurs ater
ormona

Use during lactation:
Follicle Stimulating hormone Injection (Human is

7.Description:
Foligraf consi

containi r|
(hFSH)

of a prefilied cartridge in a multidose Pen njector device

% é)roducl Each catidge containing clear and coloress
fiit b

ifyouare aman:

Warnings and precautions:

ot drugproductis designed tobe used
pen injector. The dosage recommendations given above are general
Guitelines and therapy-should be ndVidualized. The objecie of the
Therapy is to develop mature graafian follicles for assist

Please talk (o your doctor
 Have had an allergic reaction to certain anibiotics (neomycin and/or
streptomycin)

techniques or in women with anovulation.

8. Pharmaceutical particulars:
8.1Incompatibil
This medicinal product must not be mixed with other medicinal products
exceptthose mentioned.

8.2 Packaging informatio
82,1 Foligraf 900 1U (6.0 ug) 1 1.5ml Solution for Injection in
Profilod Pon

hC.

(r-hFSH) i
not indicated during lactation. During lactation, the secretion of prolaclln

about seven to ten days following 1reatmen1 Usually, e Rsoes
spontaneously with the onset of m If ser ceurs,
gonadotrophin treatment should be siopped if sl ongoing, the patient

and speciic therapy for OHSS. started. This syndrome

Treatment s continued unil adequate follcular e norso 2y o the exe

achiev <0

andor uirasound examination) wih he dose adjusted according to the regnancies:

patients response, to usually ot higher than 450 1U dail, In general, | - Gvarian, uerine or mammary carcinoma. Mulllple pregnancies, especially high order, carries an increase risk in
adequaleloll-culardeveloumenllsac ieved on average by the tenth day adverse matemal and perinatal outcomes. In panems undergoing

aftrcaiment ango's 19 20day
Asingle necion of 250 etrams (6500 1U) GG or 50001
GG s aciisteroct 24-48 hours aftr the fast Foligraf 450 i
) Soltionfor injeciion n prefle pen jecton
{oinduce final olicular maturaton
: hormone (GnRH)

9
agomsl or an! P?omst is now commonly used in order to suppress the
endogenous LH surge and to control tonic levels of LH. In a commonly
used protocol, Foligraf 450 1U (33.0 pg) / 900 1U (66.0 pg) Solution for
injection n prefilled pen is started approximately 2 weeks after the start of
agonist treatment, both_being continued until adequate follicular
developments ahlevec. For ecampl, following wo weeks of reatment
with a 25510 Foligrat 450 10 (350 491900 U (66.0 i)
Salu(lon 57 mjecton i prefiled pon are adrmnlslere for the first 7 days.

Foligraf should not be used when an effective response cannot be
obtained in conditions, such as:
Primary ovarianfailre

T indergoing ART procsdares he sk of mulie pregnancy is related
maml o the number of ombryos rapiaced. thor qualfy and he pationt

m he

Recombinant Human Follcle Stmuiating Homane for Injection is a | bafore staring reatment.

potent gonadotrophic substance capable of causing mid to severe

adverse reacions and should only bo used by physicians who are | Prognancy yastage:

ovulation i “Foligra,
increased as compared with natural conception. The majority of muliple
conceplions are twins. To minimize the rsk of muliple pregnancies,
careful monitoring of ovarian respon: In patients

4.7 Effects on ability to drive and use machines:
« No studies on the effects on ability to drive and use machines have been

4.8 Undesirable effecl 3
reat

e

arvycummonp 1I10)
+ Mild to severe injection site reaction (pain, redness, bruising, swelling
and/or irritation at the site of injection);

« Headache.
111000 < 1/10):

Gonadolrophm lherapy requires a certain time commitment by

o appropriate manitoring faciltes. In women, safe S Sscivg wsb of

vt pereea i TV s (ot 1 Gonbral e eatment
success rate remains stable during the first four attempts and gradually
deciines thereafter.

3 Women with anovulation resulting from severe LH and FSH
in LH and FSH deficient women (hypogonadotrophic hypogonadism),
the objective of Foligraf 450 1U (33.0 ug) / 900 U (66.0 pig) Solution for
infection in prefled pen therapy in assogiaion with luopin afa s 1o
develop a single mature Graafian fllce fom which the oooyte wil be
liberated iministration of human chorionic gonadotropin

alone or
preferably in combination wn.h measurement of serum oestradiol levels,
on a regular basis. There may be a degree of interpatient variabiliy in
response fo FSH administiation, wih 3 poot TeSponse to FSH m some

e aben Simasies of Toncuiar rouh Tor oviion
induction or ART than following natural conception. In the normal
population.

~Mildto moderate OHSS;

+ Abdominal pain and gastrointestinal symptoms such as nausea,
vomiting, diarrhoea, abdominal cramps and bloating.

+ Gynaecomastia, varicocele.

Uncommon &1/t ,000to <1/100):

Rare (21110, 000 to <1/1,000):

+ Ovarian torsion, a complication of OHSS.

Very rare (< 1/10000):

Ectopic pregnancy:

Women with a history of tubal disease are at risk of ectopic pregnancy,
whether the pregnancy is obtained by spontaneous conception or with
oty reatments. Tha prevalence of ectopic prognancy are ART, was

Fhelowest in relation to
used. Sell-administration of Foligraf should only be pet by
patients who are well motivated, adequately trained and with access to
expert advice. The first injection of Foligraf should be performed under
direct medical supervision. Before starting treatment, the couple's
infertility should be assesse ropriate and putative

. rash or
« Exacerbation or aggravation of asthma.

4.9 Overdose: .,

oot muiaee preflled pen.
14 sterile Pen needies.

8.2.2 Foligraf 450 IU (33.0 pg) / 0.75ml ml Solution for Injection in
Prefilled Pen

Encn Carton contains:

1 Foligraf multi<dose prefiled pen.

7sterile Pen needles.

83 Storage and Handling instructions:
Keepoutof reach of childre:
Storbatwean -G 8C. Donat reeze. Protectfom ight.
Store inthe original package.
Folgrat 45010 (3.0 10)1 800 1U(65.0419) Soluton fornectionin
. ifthe drugis

oL
stored below 25°C.

8.4 Shelf-life:
24 months’ when stored between 2°Cto 8°C..

9.Patient Counselling Information:
a Whal is Foligraf? and in Which case this medicine should be

Foligrat solution for injection in Prefiled Pen contains

gl
+Have an underactive thyroid gland (hypothyroidism)
+ Have adrenal glands that are not working properly (adrenocortical
insufficiency)
e blood

+ Have any other medical conditions  (for exampl& diabetes, heart
disease, orany otherlong-term disease).

Ifyouare awoman:

Your doctor will check the effects of the treatment regularly to be able to
choose the correct dose of Foligraf from day to day. You may regularly
have ultrasound scans of the ovaries. Your doctor may also check blood
hormone levels. This is very important since too high a dose of FSH may
lead to rare but serious complications in which the ovaries are overly
stimulated, and the growing follicles become larger than normal. This.
serious medical condition is called ovarian hyperstimulation syndrome
(OHSS), In rare cases, severe OHSS may be life-threatening. OHSS
Causes uid 0 buid.up suddenly i your Stomach and chost cas with
formation of blood clots. Call your doctor right away if you notice severe.
abdominal swelling, pain in the stomach area (abdomen), feeling sick
(nausea), vomiting, sudden weight gain due to fluid build-up, diarrhoea,
decreased urine, oulput or troutle breathing (see also section 4 on
Possible side eflects). Regular monitoring of the response to

treatment helps o prevent ovarian overstimulation. Contact your soctor
immediately If you ars sxperiencing stomach pains, also i tis occurs

Multiple pregnancy or birth defects:
After treatment with gonadotrophin preparations, there is an increased
chance of having multiple pregnancies, even when only one embryo is.
transferred into the uterus. Multiple pregnancies carry an increased

ealln ik or both the mother and her babies around the ime of bifth

Human Follicle Stimulating Hormone EF' is a_hormone known as
FSH

F ul of the patients.
undergoing fertility treatment (o g age of the female, sperm

follitropin concentrated solution

belongs to ihe group of gonadotrophins, which piay an lmponam Tole

human fertility and reproduction. In women, FSH is needed |onnegmwm
Tollicles in the ovaries. Folicles

netic of both parents) may be associated
with an increased risk of birth defects.

expect ovarian hy?ersnmulallon syndrome o occur, whih s futher

Reproductivesystem neoplasms;

re have been reports of ovarian and other
nooplasis, both benign and malignant, in women who have ndergone
mutiple drg regimens for nferiilty irsatment. t is not yet establshed

after the ad
(NCG). Folirar 4501U(33.0,19)/ 00 U (66 forinjection in
prefilled pen should be given as a course of daily injections
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appropriate speclﬁc treatment given. Patients undergoing stimulation of
follculr growth, whether i e frame of a treatment for snovulalory
infertility or ART procedures, may experience ovarian enlargement or
develop hyper stimulation. Adherence to recommended Foligraf dosage
and regimen of adminisiration, and careful monitoring of therapy will
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QuarianHyperstimulation Syndrome (OHSS):
is a

Congenital malformation:
The prevalence of congenital malformations after ART may be slightly
higher than after spontaneous conceptions. This is thought to be due to
differences in parental characteristics (e.g. materal age, sperm

5. i
5.1 Mechanism of Acti
FSH is indispensable in normal follicular growth and maturation, and
gonadal steroid production. In the female the level of FSH is critical for the
onset and duration of follicular development, and consequently for the
timing and number of folices reaching matury. Follce Stimulating
hormone Injection (Human Recombinant) (r-hFSH) can thus be used to
Simulate folicuiar development and Steroid production n selected cases
of disturbed gonadal function.

5.2 Pharmacodynamic properties:

that contain the egg cells.
Foligrafi

Women:
+ In women who do not ovulate and do not respond to treatment with

+ Together with rLH 10 help release egg from the ova ry (owiaton) in

women that are not ovulallng because their body is producing very lmle

‘gonadotropins (FSH an:

+To help develop several follicles {esch containing an egg) in women
undergoing assisted

that may help you to beoon"\e pregnanl) such as “in vllro iemnsauon

gnancy
There is a slightly increased risk of a pregnancy outside the uterus (an
ectopic pregnancy). Therefore, your doctor should perform an early
irasound examinafon (o exclude the possibiliy of pregnancy ouls\de
the uterus. Inwome:
Higher chance ofa miscarrisge.

Blood clot (Thrombosis):

Treatment wih Folgral ust as pragnancy ssi may increass th sk of
heving a bood dlt trombosis). Thrombosis i e formalion o 2 iood
clotina blood vessel. Bl riou 3

suchas:
~blockage inyourlungs (pulmonary embolus)
stroke

may resultinaloss of

characteristics) and multiple pregnancies. «heartattack
'Foligraf Solution for injection in prefilled multidose pen is a preparation of | Men: +blood vessel problems (thrombophlebitis)
Thromboembolic events: " . N
follicle stimulating hormone produced by genetically engineered Chinese | «Together lled *human C » | ~alackof blood
e it generaly fewsmzed risk factors for inrombo-embalic | Hamster Ovary <?:Ho; Gells. In women, the most mportant fectresulting | (HGG) to help inmen that are infertle ol levelof | youramorleg.
v ) cells. | 9

may furtner increase the risk. In hese women, the benefits of
gonadotrophin administration need to be weighed against the risks. It
should be noted however, that pregnancy itselfalso carries an increased

medical event distinct from arian
enlargement. OHSS is a syndrome that can manifest itself with
increasing degrees of severity. It comprises marked ovarian

following, h Ul may

pign serum sex sterids, and an ncrease i vasculr

uteal phase support may be considered since lack of
luteotrophic activity (LH/RCG) after ovulation may lead to premamre
failure of the corpus luteum. if an excessive response is obtained,
reatment should be stopped and hCG withheld. Treatment should
recommence in the next cycle at a dose of FSH lower than that of the
previous cycle.

4.Menwith h pogonadoirophlc hypogonadism:

Foel.iﬁ%raV 450 1U (33.0 pg) / 900 IU (66.0 pg) Soluuon for injection in

preflid pen should be given at a dose of 150 U three times a week,
’ 0 a !

pleural and, rarely, in the pencardlal cavities. The following
symptomatology may be observed in severe cases of OHSS: abdominal
pain, abdominal distension, severe ovarian enlargement, weight gain,
dyspnoea, oliguria and %slromtesllnal symptoms including nausea,
vomiting and diarthoea. Clinical evaluation may reveal hypovolaemia,
concentration, eléctrolyte imbalances, ascites,
haemoperitoneum, pleural efusions, hydrothorax, acute pulmonary
distress, and thromboembolic events. Excessive ovarian response (o
gonadofrophin treatment seldom gives rise to OHSS unless HCG is
administered to trigger ovulation. Therefore, in cases of ovarian

risk of

m
Graalgan 'Dlllcles

5.3 Pharmacokinetic propertie:
Followlng subcutaneous adminstiation, Follcle Stmulaing hormone

Treatmentin men:
Elevated endogenous FSH levels are indicative of primary testicular
failure. Such patients are unresponsive to r FSHhCG therapy, Foligraf
450 1U (3.0 g) / 900 1U (66.0 pg) Solution for injection in prefilled pen
should not be used when an effeciive response cannot be obtained.
Semen analysis is recommended 4 to 6 months after the beginning of

iial halfife of around 2 h d

fiuid space wi
Doy b ornal it e of 20Ut ane ey T Soady i verame o
distribution and total clearance are 10 L and 0.6 Lih, respectively. One
sghth ofthe Recombinant Human Stimulating homorie doss s sxcreled

b.Whatyou need to know before you use Foligraf?
Do notuse Foligraf Ifyou:
 are allergic to Recombinant Human Follicle Stimulating Hormone E.P.
gr any of the olher ingrediens of Recombinant Human Follcuiar
Stimulating Hormone

+ Have atumour of the ovary, breast, uterus, testis or brain (pituitary gland
or hypothalamus) Have heavy or irregular vaginal bieeding where the

4.5Drugs interactions:

Concomitant use of Follicle Stimulating hormone Injection (Human
Recombinant) (-hFSH) with other agents used to stimulate ovulation
(e.g.

Please discuss this with your doctor, before starting treatment,
especially:
«if you already know you have an increased chance of having
thrombosis.
+ifyou, oranyoneiny
ifyou are severely overweigh.

have ever had

Ovariantorsion:
Ovarian torsion has occurred after treatment with gonadotropins

your doctorifyou:

in the urine. Following subcutan e absolute ding Folgraf.
joavaizoiiy s abaﬁ( 00 ;,,uow,ng Tepeated sdminictration, | * Have ovaries that do not work because of a condition called primary | Twistingof y
m man Slimulling Homone 3fold achieving sor e )
astea slalewn in jays. Y
v syndrometPCOS) Haveeverhadovarian hyparsnmulalmn syndrome OHSS.

2y Feotogyo
6. Mol rox.c logy or Phiarmacology;

. HCG, clomiphene citrate) may potentiate the follicular response,
Wheregs. bonautront use of & GnRH- agonist to. induce pratary

adeTe (s e D) he S ant g wers Sbesea,

5 Have malformatons of the sexal organs which make a norml
nancy impossible.

Ve firoid tamours in the uterus which make a normal pregnancy

impossible.

e erhagsomacn (abaomman surgery.
+Have everhad atwisting of an ov:
Your ovary orovari
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