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PACKAGE LEAFLET: INFORMATION FOR THE USER

Omnitrope® 3.3 mg/ml
solution for injection

Somatropin 4. SANDOZ

Read all of this leaflet carefully before you start using this medicine.

— Keep this leaflet. You may need to read it again.

— If you have any further questions, ask your doctor or pharmacist.

— This medicine has been prescribed for you. Do not pass it on to others. It may
harm them, even if their symptoms are the same as yours.

— If any of the side effects gets serious, or if you notice any side effects not
listed in this |eaflet, please tell your doctor or pharmacist.

In this leaflet:

1, What Omnitrope is and what it is used for
2. Before you use Omnitrope

3. How to use Omnitrope

4. Possible side effects

5. How to store Omnitrope

6. Further information

1. WHAT OMNITROPE IS AND WHAT IT IS USED FOR

Omnitrope is a human growth hormone which is made by a method known as
‘recombinant DNA technology’ using the bacterial microorganism E. coli. The
structure is identical to the human body’s own growth hormone.

Omnitrope is used for
= Treatment of infants, children, and adolescents:

— with growth disturbance due to insufficient secretion of growth hormane (GH).

— with growth disturbance associated with Turner syndrome.

— with growth disturbance associated with chronic renal insufficiency (CRI).

= with growth disturbance in short children/adolescents bornsmall for gestational
age (SGA), who failed to show catch-up growth by 4 years of age or later.

— with Prader-Willi syndrome (PWS), for improvement of growth and body
composition. The diagnosis of PWS should be confirmed by appropriate genetic
testing.

= Replacement of growth hormone in adults with confirmed pronounced growth
hormene deficiency (GHD) originating in either childhood or adulthood.

2. BEFORE YOU USE OMNITROPE

Diagnosis and therapy with Omnitrope should be initiated and monitored by doctors
who are appropriately qualified and experienced in the diagnosis and management of
patients with growth disorders.

Do not use Omnitrope
~ If you are allergic (hypersensitive) to somatropin or to any of the other ingredients of
Omnitrope.
— Ifthere is any evidence of an active tumour. Anti-tumour therapy must be
completed before starting therapy.
- To stimulate growth if growing is already finished (closed epiphyses).
===
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- During acute life-threatening illness due to complications following open-heart
surgery, abdominal surgery, multiple trauma caused by an accident, acute
respiratory failure, or similar conditions.

Take special care with Omnitrope

— Somatropin may interfere with your body’s use of insulin, Your blood glucose
values will have to be checked regularly during therapy with somatropin.

— If you have diabetes mellitus or a family history of diabetes mellitus. Insulin therapy

may need to be adjusted or started after somatropin therapy is initiated.

Hypothyroidism (decrease in thyroid gland function) may develop during therapy

with somatropin. Hypothyroidism may reduce the optimal response to somatropin.

Therefore, thyroid hormone levels must be checked periodically during therapy.

Benign intracranial hypertension (high pressure within the brain) has been reported

during treatment with somatropin. If symptoms, such as recurrent headache, visual

problems, nausea, or vomiting occur, please ask your doctor for advice. Your
doctor may decide to perform an examination of the eyes to detect increased brain
pressure. Depending on the results of this test, treatment with Omnitrope may have
to be interrupted.

— Patients with endocrine (hormonal) disorders are more likely to have problems with
their hips. If you develop a limp or pain in the hip, please ask your doctor for advice.

— Progression of scoliosis (a spine curved sideways) can occur in patients who
experience rapid growth. Therefore, signs of scoliosis should be monitored during
treatment with somatropin. However, somatropin treatment has not been shown to
increase the frequency of occurrence or the severity of scoliosis.

— If you have had a previous malignant disease. You will have to be examined
regularly for recurrence of the malignancy.

— There is no information available on the safety of growth hormane substitution
therapy in patients with acute critical illness. If acute critical iliness occurs, your
doctor will have to carefully evaluate the safety of continuing somatropin treatment.

- Experience in patients above 60 years of age is limited.

Patients with chronic renal insufficiency (CR)

— In patients with CRI, somatropin therapy should not be started unless the function
of the kidney is below 50 percent of normal. To verify growth disturbance, growth
should be followed for one year before starting therapy. Conservative treatment for
CRI should be continued during treatment with somatropin. After kidney
transplantation, treatment with somatropin should be stopped.

Patients with Prader-Willi syndrome (PWS)

— In patients with PWS, treatment with somatropin should always be combined with a
calorie-restricted diet.

— Experience with prolonged treatment in patients with PWS is limited.

— There have been reports of deaths associated with the use of growth hormone in
patients with PWS who had one or more of the following risk factors: severe
obesity, history of severe breathing problems, especially during sleep, or infection
of the lungs or airways. Patients with PWS and one or more of these risk factors
may be at greater risk. Before starting on Omnitrope, you should be checked for
breathing problems and respiratory infections by a doctor, even if you have not
been experiencing any symptoms of breathing difficulty.

- If any infection of your lungs or airways is found, you must be treated sufficiently
before starting treatment with somatropin. You should be menitored for signs of
infection while being treated with somatropin.

- Difficulty breathing while asleep, called sleep apnoea, should be examined by a
specialist. Before initiation of growth hormaone therapy, you should be observed for
breathing problems during the night using a special monitor. If any problems are
found, then you should continue to be monitored during sleep.

— If during treatment with somatropin you show signs of breathing problems (onset or
increase of snoring), treatment should be interrupted and the cause should be
examined by a doctor.




— All patients with PWS should have effective weight contrel before and during
treatment with somatropin.

Patients born SGA

- In patients born SGA, other medical reasons or treatments that could explain the
growth disturbance should be ruled out.

- Experience in starting treatment in SGA patients near the onset of puberty is
limited. Therefore, treatment should not be started near the onset of puberty.

- Experience in patients with Silver-Russell syndrome is limited.

- Some of the height gain obtained with treating short children/adolescents born SGA
with somatropin may be lost if treatment is stopped before final height is reached.

- Blood sugar and insulin levels should be checked befare the start of treatment and
annually during treatment with growth hormone.

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

Itis especially important to tell your doctor if you are taking any medicine for diabetes,
thyroid disorder or any anticonvulsants, ciclosporin or steroid hormones such as
oestrogens, progesterone or corficosteroids. A dose adjustment may be needed for
these medicines.

Pregnancy and breast-feeding
Treatment with Omnitrope should be interrupted during pregnancy.
Ask your doctor for advice before using Omnitrope if you are breast-feeding.

Ask your doctor or pharmacist for advice before taking any medicine.

Driving and using machines

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

Important information about some of the ingredients of Omnitrope
This medicinal product contains less than 1 mmal sodium (23 mg) per ml, i.e.
essentially 'sodium- free’.

One ml contains 9 mg benzyl alcchol,

Because of the presence of benzyl alcohol the medicinal product must not be given to
premature babies or necnates. May cause toxic reactions and allergic reactions in
infants and children up to 3 years old.

3. HOW TO USE OMNITROPE

Omnitrope 3.3 mg/ml is intended for multiple use. It should only be administered with
the Omnitrope Pen 5, an injection device specifically developed for use with
Omnitrope 3.3 mag/ml solution for injection.

Omnitrope is given through a short injection needle into the fatty tissue just under your
skin. You will receive appropriate training and instruction on the proper use of
Omnitrope from your doctor or other suitably qualified health professional. For
instructions on how to inject Omnitrope, see section "How to inject Omnitrope” below.
Treatment with somatropin is a long-term treatment. If you want to know more about
what that means for you, please ask your doctor.

How much and how often to use Omnitrope

Your doctor will advise you about your individualised dose of Omnitrope and
treatment schedule. Usually Omnitrope is injected once a day in the evening. Please
do not change the dosage and treatment schedule without consulting your doctor.

Dose adjustments may be required over time, depending on your increase in body
weight and response.
If you use more Omnitrope than you should

Acute overdose may lead initially to hypoglycaemia (decrease in blood glucose) and
subsequently to hyperglycaemia (increase in blood glucose). Long-term overdosage

‘Collect necessary items before you begin:

could result in signs and symptoms of gigantism or acromegaly {enhanced growth of
ears, nose, lips, tongue, and cheekbones). If you have used more Omnitrope than you
should, please ask your doctor for advice.

If you forget to take Omnitrope

Do not inject a double dose to make up for forgotten individual doses. Continue with
the prescribed dosage regimen. If you forget to take Omnitrope, please ask your
doctor for advice.

How to inject Omnitrope 3.3 mg/ml

The following instructions explain how to inject Omnitrope 3.3 mg/ml yourself. Please

read the instructions carefully and follow them step by step. Your doctor or other

suitably qualified health professional will show you how to inject Omnitrope. Da not

attempt to inject unless you are sure you understand the procedure and requirements

for injection.

— Omnitrope is given as an injection under the skin.

— Carefully inspect the solution before injecting it and use only if clear and colourless.

— Change the injection sites to minimise the risk of local lipoatrophy (local reduction
of fatty tissue under the skin).

Preparation

— acartridge with Omnitrope 3.3 mg/ml solution for injection.

- the Omnitrope Pen 5, an injection device specifically
developed for use with Omnitrope 3.3 mg/ml solution for
injection (not supplied in the pack; see Instructions for Use
provided with the Omnitrope Pen 5).

— a pen needle for subcutaneous injection.

— 2 cleansing swabs (not supplied in the pack).

Wash your hands before you continue with the next steps.

Injecting Omnitrope

— With a cleansing swab, disinfect the rubber membrane of the
cartridge.

— The contents must be clear and colourless.

— Insert the cartridge into the pen for injection, Follow the
Instructions for Use of the pen injector. To setup the pen dial
the dose.

— Select the site of injection. The best sites for injection are
tissues with a |layer of fat between skin and muscle, such as
the thigh or belly (except the navel or waistline).

— Make sure you inject at least 1 em from your last injection site
and that you change the places where you inject, as you have
been taught.

- Before you make an injection, clean your skin well with an
alcohol swab. Wait for the area to dry.

— Insert the needle into the skin in the way your doctor has
taught you.

After injecting

- After injection, press the injection site with a small bandage or sterile gauze for
several seconds. Do not massage the injection site.

— Take the needle off the pen using the outer needle cap, and discard the neadle.
This will keep the Omnitrope solution sterile and prevent leaking. It will also stop air
going back into the pen and the needle clogging up. Do not share your needles. Do
not share your pen.

— Leave the cartridge in the pen, put the cap on the pen, and store itin the
refrigerator.

— The solution should be clear after removal from the refrigerator. Do not use if the
solution is cloudy or contains particles.
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If you stop using Omnitrope

A disruption or early ending of treatment with somatropin may impair the success of
growth hormone therapy. Please ask your doctor for advice before stopping

treatment.

4. POSSIBLE SIDE EFFECTS
Like all medicines, Omnitrope can cause side effects, although not everybody gets

them.

Please ask your doctor for advice when you experience any of the symptoms

described below.

Common Uncommon Rare Very Rare
{oceurring inat | (occurring inat | (occurring in at | (occurring in less
least 1 of 100 least 1 of 1,000 | least 1 of 10,000 | than 1 of
but less than 1 of | but less than 1 of | but less than 1 of | 10,000 patients)
10 patients ) 100 patients) 1,000 patients)
General disorders| In infants/ [ infants/
and reactions at | children/ children/
the injection site | adolescents: adolescents:
transient local mild oedema
skin reactions
In adults:
mild oedema
Musculoskeletal | In adults: In infants!
system, stiffness of the | children/
connective limbs, jointand | adolescents:
tissues, bones | muscle pain stiffness of the
limbs, joint and
muscle pain
Nervous system | In adults: In infants/ Benign -
sensory children/ intracranial
disturbances adolescents: hypertension
sensary
disturbances
In adults:
carpal tunnel
syndrome
Endocrine Diabetes mellitus
disorders
Disorders of the | Development of
immune system | antibodies
Benign and leukemia
malignant
neoplasms

General disorders and reactions at the injection site

- Temporary local reactions at the injection site, such as pain, numbness, reddening,
and swelling are common side effects. In isclated cases, subcutaneous
administration of somatropin can lead to loss of fatty tissue at the injection site.

- Mild oedema (accumulation of water in the tissues) has been observed. This side
effect is a consequence of disturbances in fluid balance and occurs only at the start

of treatment with somatropin and is dose-dependent. It is common in adult patients,

but uncommon in infants, children and adolescents.

Musculoskeletal system, connective tissues, and bones

— Joint and muscle pain (especially in the hip or knee) and stiffness of the limbs have
been ohserved. These side effects occur only at the start of treatment with
somatropin and are dose-dependent. They are commeon in adult patients, but
uncommon in infants, children and adolescents.

Mervous system

- Sensory disturbances, such as numbness and tingling, have been observed. These
usually occur at the start of treatment with somatropin and are dose-dependent.
They are common in adult patients, but uncommaon in infants, children and
adolescents.

- Muscular atrophy (reduction of muscular tissue) of the ball of the thumb and
sensory disturbances in the fingers and palm of the hand are uncommon side
effects. They are consequences of carpal tunnel syndrome (constriction of the
ner\i'e supplying part of the palm of the hand), which has been ohserved mainly in
adults.

- Visual disturbances, headaches, nausea, and vomiting have been observed. These
symptoms could indicate benign intracranial hypertension (increased brain
pressure), which is a rare side effect of treatment with somatropin.

Endocrine disorders
— Diabetes has been observed as a rare side effect.

Disorders of the immune system

= As with all protein based medicines, some patients may develop antibodies to the
protein. However, these have not been found to have growth-inhibiting effects. This
is a common side effect.

Benign and malignant neoplasms

— Very rare cases of leukemia have been reported in growth-hormone deficient
children treated with somatropin. A causal relationship to somatropin therapy is
unlikely.

If any of the side effects gets serious, or if you notice any side effects not listed in this

leaflet, please tell your doctor or pharmacist,

5. HOW TO STORE OMNITROPE

Keep out of the reach and sight of children.

Do not use after the expiry date which is stated on the label and carton. The expiry

date refers to the last day of that month.

- Store and transport refrigerated (2°C - §8°C).

— Do not freeze.

— Store in the original package in order to protect from light.

— After the first injection, the cartridge should remain in the pen injector and has to be
stored in a refrigerator (2°C - 8°C) and only used for a maximum of 28 days.

Do not use Omnitrope if it was frozen or subject to high temperatures.

Do not use Omnitrope if you notice that the solution is cloudy.

6. FURTHER INFORMATION
What Omnitrope contains

The active substance of Omnitrope is somatropin (3.3 mg/ml) in a cartridge.
One cartridge contains 5.0 mg (corresponding to 15 1U) of somatropin in 1.5 ml.
The other ingredients are:

disodium hydrogen phosphate heptahydrate

sodium dihydrogen phosphate dihydrate

mannitol

poloxamer 188

benzyl alcohal

water for injections.




What Omnitrope looks like and contents of the pack
Omnitrope is presented as a solution for injection.

Pack sizesof 1, 5 0r 10.

Omnitrope is a clear and colourless solution.

Mot all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer

Sandoz GmbH
Biochemiestrasse 10
A-6250 Kund|
Austria

For any information about this medicine, please contact the local representative of the

Marketing Authorisation Holder:

Belgié/Belgique/Belgien
Sandoz nv-sa

Telecom Gardens
Medialaan 40

B-1800 Vilvoorde

TeélTel: + 32 (0y2 722 97 97

Brarapua

THProBCKO NPeACTaBUTENCTBO
CaHgos o.0."

BuaHec Napk Codus, crpapga 86
er.6

ManagocT 4, 1766-Codma
Ten.: + 359 2 970 47 47
Ceska republika

Sandoz s.r.o.

Jeseniova 30

CZ 130 00 Praha 3

Tel: + 420 221 421 611
Danmark

Sandoz A/S

C.F. Tietgens Boulevard 40
DK-5220 Odense 5@

TIf: + 4563 35 10 00
Deutschland

Sandoz Pharmaceuticals GmbH
Raiffeisenstr. 11

D-83607 Holzkirchen

Tel: + 49 (0)8024 902 40 00
E-Mail: info@sandoz.de

Eesti

Sandoz d.d. Eesti filiaal

Parmu mnt 105

EE - 11312 Tallinn

Tel: +372 665 2400

EAGSa

Sambrook DappakeuTiki A.E.
Kalovt{akn 4 & Ay.
Navrehenuovog

T.K. 13561

Ay. Avapyupol

Tnh: + 302108323372
Espana

Sandoz Farmacéutica, SA
Avda. Osa Mayor, 4

E-28023 Aravaca (Madrid)
Tel: +34 9174012 80
France

Sandoz 5.A.5.

49 Avenue Georges Pompidou

F-32593 Levallois Perret
TEL + 33 (0)1 49 64 48 00
Ireland

Rowex Ltd

Bantry

Co. Cork - IRL

Tel: + 353 (0) 27 50077
Email: reg@rowa-pharma.ie
island

Sandoz A/S

C.F. Tietgens Boulevard 40
DK-5220 Odense S, Denmark
Tif: + 4563 95 10 00

Italia

Sandoz S.p.A.

Largo U. Boccioni, 1
1-21040 Criggio (Va)

Tel: + 33 02 96541

Kimpog

Sandoz GmbH
Biochemiestr. 10

A-6250 Kundl

Austria

Tel: + 43-(0)5338 2000
Latvija

Sandoz d.d. Representative office
Meza str. 4

Riga LV-1048

Tel: + 371 7 882 006
Lietuva

Sandoz Pharmaceuticals d.d.
Branch Office

Seimyniskiu str, 3A

LT 09312 Vilnius

Tel: +370 5 2636 038
Luxembourg/Luxemburg
Sandoz GmbH
Biochemiestr. 10

A-6250 Kundl

Austria

Tel: + 43-(0)5338 2000
Magyarorszag
Sandoz Hungaria Kft.
Timar ut. 20

H-1034 Budapest

Tel: + 36 1 430 2890
Malta

Sandoz GmbH
Biochemiestr. 10
A-6250 Kundl

Austria

Tel: + 43-(0)5338 2000
Nederland

Sandoz B.V.
Veluwezoom 22
ML-1327 AH Almere
Tel: + 31 36 52 41 600
Norge

Sandoz AS
Jernbaneveien 4
N-1400 Ski

TIf: + 47 64 91 30 00
Osterreich

Sandoz GmbH
Biochemiestr. 10
A-6250 Kundl

Tel: + 43-(0)5338 2000
Polska

Lek Polska Sp. z 0.0.
ul. Domaniewska 50 C
PL-02 672 Warszawa
Tel: + 48-22 549 15 00
Portugal

Sandoz Farmacéutica Lda.
Alameda da Beloura, Edificio 1

2° andar — Escritorio 15

P-2710-693 Sintra,

Tel: + 351 21 000 86 00
Romania

Sandoz SRL

str. Livezeni, Nr 7A

Targu Mures 540472 — RO
Tel: + 40 265 208 120
Slovenija

Lek farmacevtska druZba d.d.
Verovikova 57

51-1526 Ljubljana

Tel: + 386 (0)1 580 21 11
Slovenska republika
Sandoz d.d. - organizaéna zlozka
RuZinovska 42

SK-82103 Bratislava

Tel: + 421-2-48 200 600
Suemi/Finland

Sandoz Oy Ab

Rajatorpantie 41 B
FIN-01640 Vantaa

Puh/Tel: + 358 9 85 20 20 30
Sverige

Sandoz AB

Berga Alle 1E

5-254 52 Helsingborg

Tel: + 46 42 152065

United Kingdom

Sandoz Limited

37, Woolmer Way

Bordon, Hants G35 9QE - UK
Tel: + 44 1420 478 301

This leaflet was last approved in 03/2008

Detailed information on this medicine is available on the European Medicines Agency
(EMEA) web site: http:/fwww.emea.europa.eu
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