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Aubagio is indicated for the treatment of adult patients with relapsing remitting forms of Multiple Sclerosis (MS) to reduce
the frequency of clinical relapses and to delay the progression of physical disability.
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4.4 Special warnings and precautions for use

HHHHHH
The risk for liver enzyme increases and DILI with teriflunomide might be higher in patients with pre-existing
liver disorder, concomitant treatment with other hepatotoxic drugs, and/or consumption of substantial
quantities of alcohol. Patients should therefore be closely monitored for signs and symptoms of liver injury.
Teriflunomide therapy should be discontinued and accelerated elimination procedure considered if liver

injury is suspected. Consider to-discontinue-teriflunomide therapy-ilf elevated liver enzymes (greater

than3-fold ULN) are confirmed, teriflunomide therapy should be discontinued.

In case of freatment discontinuation, liver tests should be pursued until normalisation of transaminase levels.
it
Respiratory reactions

Interstitial lung disease (ILD) as well as cases of pulmonary hypertension have has—been reported with
teriflunomide in the Rostmarketmg setting.-
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4.6 Fertility, pregnancy and lactation
it

Pregnancy
HiHHHH

The patient must be advised that if there is any delay in onset of menses or any other reason to suspect
pregnancy, they must discontinue AUBAGIO and notify the physician immediately for pregnancy testing,
and if positive, the physicianand patient must discuss the risk to the pregnancy. It is possible that rapidly
lowering the blood level of teriflunomide, by instituting the accelerated elimination procedure described
below, at the first delay of menses, may decrease the risk to the foetus.

For women receiving teriflunomide treatment, who wish to become pregnant, the medicinal product should
be stopped and an accelerated elimination procedure is recommended in order to more rapidly achieve
concentration below 0.02 mg/l (see below).
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4.8 Undesirable effects

Summary of the safety profile

The most frequently reported adverse reactions in the teriflunomide treated (7 mg and 14 mg) patients

were:headache (17.8%. 15.7%), diarrhoea (13.1%. 13.6%) increased ALT (13%, 15%), nausea (8%

10.7%). and alopecia (9.8%. 13.5%). In general, headache. diarrhoea. nausea and alopecia, were mild to
moderate, transient and infrequently led to treatment discontinuation.

Teriflunomide is the main metabolite of leflunomide. The safety profile of leflunomide in patients suffering
from rheumatoid arthritis or psoriatic arthritis may be pertinent when prescribing teriflunomide in MS patients.

Tabulated list of adverse reactions

-Teriflunomide was evaluated in a-total of 2,267 patients ere-exposed to teriflunomide (1,155 on

teriftunomide 7 mg and 1, 1|12 on teriflunomide 14 mg) once daily for a median duration of about 672 days
in four placebo-controlled studies (1.045 and 1,002 patients for teriflunomide 7 mg and 14 mg,
respectively) and one active comparator study (110 patients in each of the teriflunomide treatment groups)
in adult patlems with relapsmg forms of MS (Relapsmg Multlple Sclerosis, R_MS]

ee-mmﬂ{v—rej;eﬁed-adverse reacnons Aﬂ—%he—Eﬂﬂaﬂeﬁﬁdeﬂeasedj}aﬂeﬂﬁ—weineadaehe—meﬁheea—
H and aglamanig wraes
B = mild te-

Adversereactensreported with AUBAGIO in placebo-controlled studies in adult patients. reported for
teriflunomide 7 mg orl4 mg from clinical studies in adult patients at=1%hisher rate-than for placeborare-

shewn-below. Frequencies were defined using the following convention: very common (>1/10); common
(=1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (>>1/10,000 to <1/1,000); very rare (<1/10,000); not
known (cannot be estimated from the available data). Within each frequency grouping, adverse reactions are
ranked in order of decreasing seriousness.

it

~ System organ Very Comm Unc Rare | Very | Notknown
_ class « rare
Infections and Influenza, Severe infections Severg
infestations [Upper respiratory |including sepsis? infeetions
ractinfection, ek
[Urinary tract el
infection,
[Bronchitis,
Sinusitis,
[Pharyngitis,
Cystitis,
Gastroenteritis
Iviral,
Oral herpes,
[Tooth infection,
[Laryngitis,
[Tinea pedis
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Respiratory, Interstitial lung Interstitial
thoracic and disease lung disease,
mediastinal Pulmonary
disorders Lpertensio
n
Gastrointestinal [Diarrhoea. |IAbdominal pain Eancreatitistjmom]» Pancreatitis,
disorders Nausea upper, Stomatitis Stomatitis
[Vomiting, Colitis
[Toothache
Immune system IMild allergic Hyper-sensitivity Hyper-
disorders reactions reactions 5955*3*‘*""“
(immediateor reaetions
delayed) timmediateor
including delayed)-
anaphylaxisand il :
angioedema aﬂd_i :
angioedema
Metabolism and Dyslipidaemia Dyslipidaem
nutrition ia
disorders
Skin and Alopecia [Rash, Acne Nail disorders, Psoriasis
subcutaneous Psoriasis {including
tissue disorders (including pustular)
pustular)®,
Severe skin
reactions?
HHHHHEH

Description of selected adverse reactions

R

Psoriasis
In placebo-controlled studies, frequencies for psoriasis were 0.3%, 0.3% and 0.4% in the placebo,
teriflunomide 7 mg and teriflunomide 14 mg group, respectively.

Gastrointestinal disorders

Pancreatitis has been reported infrequently in the post-markefing setting with teriflunomide in adults.
including cases of necrotising pancreatitis and pancreatic pseudocyst. Pancreatic events may occur at any
time during treatment with teriflunomide, which may lead to hospitalisation and/or require corrective
treatment.
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