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Betaferon
Powder and solvent for solution for injection
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Use in ambulatory patients with relapsing-remitting multiple sclerosis (RRMS) and relapsing
progressive M.S. to reduce the frequency of clinical exacerbations.

Treatment of secondary progressive (SP) form of multiple sclerosis.

Treatment of patients who have experienced a single demyelinating event with an active inflammatory
process, if it is severe enough to warrant treatment with intravenous corticosteroids, if alternative
diagnoses have been excluded, including the prescence of MRI abnormalities characteristic of M.S.
and if they are determined to be at high risk of developing clinically definite multiple sclerosis.
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4.3 Contraindications

Initiation of , iR 4.6).

. Patients with a history of hypersensitivity to natural or recombinant interferon beta, human
albumin or to any of the excipients listed in section 6.1.

. Patients with current severe depression and/or suicidal ideation (see sections 4.4 and 4.8).
o Patients with decompensated liver disease (see sections 4.4, 4.5 and 4.8).

4.4 Special warnings and precautions for use

Traceability
In order to improve traceability of biological medicinal products, the name and the batch number of

the administered product should be clearly recorded.
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Hypersensitivity reactions

Serious hypersensitivity reactions (rare but severe acute reactions such as bronchospasm,
anaphylaxis and urticaria) may occur. If reactions are severe, Betaferon should be discontinued and
appropriate medical intervention instituted.

Injection site reactions

Injection site reactions, including injectiontnjection-site infection and injection site necrosis hashave
been reported in patients using Betaferon (see section 4.8). # Injection site necrosis can be extensive
and may involve muscle fascia as well as fat and therefore can result in scar formation. Occasionally
debridement and, less often, skin grafting are required, and healing may take up to 6 months.
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To minimise the risk of injection site infection and injection site necrosis, patients should be advised to:
- use an aseptic injection technique
- rotate the injection sites with each dose

4.6 Fertility, pPregnancy and lactationbreast-feeding
Pregnancy

pFegnaney—ésee—seettenA—sé— A large amount of data (more than 1()()0 pregnancy outcomes) from
interferon beta registries, national registries and post-marketing experience indicates no increased risk
of major congenital anomalies after pre-conception exposure or exposure during the first trimester of
pregnancy. However, the duration of exposure during the first trimester is uncertain, because data were
collected when interferon beta use was contraindicated during pregnancy, and treatment likely
interrupted when pregnancy was detected and/or confirmed. Experience with exposure during the
second and third trimester is very limited.

Based on animal data (see section 5.3), there is a possibly increased risk for spontaneous abortion. The
risk of spontaneous abortions in pregnant women exposed to interferon beta cannot adequately be
evaluated based on the currently available data, but the data do not suggest an increased risk so far.

If clinically needed, the use of Betaferon may be considered during pregnancy.

interferon beta-1b into breast milk, together W1th the chemical / physiological characteristics of

interferon beta, suggests that levels of interferon beta-1b excreted in human milk are negligible. No
harmful effects on the breastfed newborn/infant are anticipated.

Betaferon can be used during breast-feeding.

Fertility
No investigations on fertility have been conducted (see section 5.3).
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4.8 Undesirable effects

Summary of the safety profile

At the beginning of treatment adverse reactions are common but in general they subside with
further treatment. The most frequently observed adverse reactions are a flu-like symptom
complex (fever, chills, arthralgia, malaise, sweating, headache, or myalgia), which is mainly
due to the pharmacological effects of the medicinal product, and injection site reactions.
Injection site reactions occurred frequently after administration of Betaferon. Redness,
swelling, discolouration, inflammation, pain, hypersensitivity, infection, necrosis and non-
specific reactions were significantly associated with 250 microgram (8.0 million 1U) Betaferon
treatment.

The most serious adverse reactions reported include thrombotic microangiopathy (TMA) and
haemolytic anaemia (HA).

Tabulated list of adverse reactions

The following adverse event listing is based on reports from clinical trials {Fable-1,-adverse
events-and-laboratory-abnormalities) and from the post-marketing surveillance {(Fable-2;

frequencies —where-known-based-on-pooled-clinical-trials (very common 21/10, common
21/100 to <1/10, uncommon = 1/1,000 to < 1/100, rare 21/10,000 to <1/1,000, very rare <

1/10 000)) of Betaferon use. Bepeneneew%h—Betaferewm—paheMswth—M&uannﬁed—
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Laboratory {(BENEFIT)-# {European
Abnormalities Study)
Betaferon Betaferon Betaferon
250 250 250
{Placebo) {Placebo) {Placebo)
n=202 (n=176) | n=360(n=358) n=124-(n=123)
White blood-cell-count 11%(2%) 13%{(4%) 16%{4%)
decreased(<3,000/mm3)-—
A-* O

Headache ™ 47%(41%) 84% (%)
Dizziness 14%-(14%) 35%(28%)
Insomnia 12%(8%) 31%(33%)
Paraesthesia 35%(39%) 19%(21%)

Cardi i I
Vascular-disorders

G | . I I. I I. I
504 (104 ) 0, 0,
504 (304 )
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{(BENEFIT)-# {European {North
Study) American
Study)
Betaferon Betaferon Betaferon Betaferon
250 250 250-microgram 250

SI - I I l I. I. I
Ra_s_h_A_z 1104 (304 ) ;!()04 (4304 ) ;2604 (;!()04 ) ;2204 (8;!04 )
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The most appropriate MedDRA term is used to describe a certain reaction and its synonyms and
related conditions.

Table 21: Adverse drug reactions (ADRs) based on reports from clinical trials and identified during
post-marketing surveillance (frequencies - where known - calculated based on pooled clinical trial data)

N=1093)
System Very Common Uncommon |Rare Frequency
Organ Class [common |(>1/100to |(>1/1,000to |(>1/10,000 to not known
=110* |<110)* <1/100)-* <1/1,000) *
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System Very Common Uncommon |Rare Frequency
Organ Class |common | (>1/100to |(>1/1,000to |(>1/10,000 to not known
=110)* |<110)* <1/100)-* <1/1,000) *
Blood and Lymphadenop | Thrombocyto | Thrombotic Haemolytic
lymphatic Lymphocyte | athy, penia microangiopathy’ anaenta” anacmia® ¢
system count Anaemia microangiopathy?
disorders decreased (< including thrombotic
1500/mm?)¢, thrombocytopenic
White blood purpura/ haemolytic
cell count uraemic
decreased (< syndrome®syndrome”
3000/mm?),
Absolute
neutrophil
count
decreased (<
1500/mm?)*
Immune Anaphylactic reactions | Capillary leak
system syndrome in pre-
disorders existing monoclonal
gammeopathy?camm
opathy”
Endocrine Hypothyroidi Hyperthyroidism,
disorders sm Thyroid disorders
Metabolism Weight Blood Anorexia?
and nutrition increased, triglycerides Anorexia®
disorders Weight increased
decreased
Psychiatric Confusional | Suicide Depression,
disorders state attempt (see Anxiety
also section
4.4),
Emotional
lability
Nervous Headache Convulsion Dizziness
system Insomnia
disorders
Cardiac Tachycardia Cardiomyopathy? Palpitation
disorders Cardiomyopathy*
Vascular Hypertension Vasodilatation
disorders
Respiratory, Dyspnoea Bronehespasm?Bronch | Pulmonary arterial
thoracic and ospasm‘ hypertension’
mediastinal hypertension
disorders
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System Very Common Uncommon |Rare Frequency
Organ Class |common | (>1/100to |(>1/1,000to |(>1/10,000 to not known
(=1M10)* |<1/10)* <1/100)-* <1/1,000) *
Gastrointest | Abdominal Pancreatitis Nausea
inal pain Vomiting,
disorders Diarrhoea
Hepatobiliar | Alanine Aspartate Gamma- Hepatic injury
y disorders | aminotransf |aminotransfer | glutamyl- {including-hepatitis),
erase ase increased | transferase Hepatic failure?failure”
increased (ASAT >5 increased,
(ALAT>5 |times Hepatitis
times baseline)’,
baseline)® Blood
bilirubin
increased
Skin and Rash, Urticaria, Skin
subcutaneo | Skin Pruritus, discolouration
us tissue disorder Alopecia
disorders
Musculoskel | Myalgia, Drug-induced lupus
etal, and Hypertonia erythematosus
connective | Arthralgia
tissue
disorders
Renal and Urinary Nephrotic
urinary urgency syndrome,
disorders glomeruloscler
osis
Glomeruloscler
osis (see
section 4.4 )«
123
Reproductiv Menorrhagia Menstrual disorder Menstrual disorder
e system Impotence,
and breast Metrorrhagia
disorders
General Injection site | Injection site Sweating
disorders reaction necrosis
and (various Chest pain
administrati | kinds/) Malaise
on Flu-like
site symptoms
conditions (complex ),
Pain,
Fever,
Chills,
Peripheral
oedema
Asthenia
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22 ADRs derived only during post-marketing
b3 Class label for interferon beta products (see section 4.4).

<*Class label for interferon products, see below Pulmonary arterial hypertension.
3 life-threatening and/or fatal cases have been reported.

e

7

laboratory abnormality
‘Injection site reaction (various kinds)’ comprises all adverse events occurring at the injection site (except
injection site necrosis), e.g. the following terms. injection site atrophy, injection site edema, injection site
haemorrhage, injection site hypersensitivity, injection site infection, injection site inflammation, injection
site mass, injection site pain and injection site reaction.
9 Flu-like symptom complex’ denotes flu syndrome and/or a combination of at least two Adverse
Events from fever, chills, myalgia, malaise, sweating.
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