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AUBAGIO film coated tablets

Teriflunomide 14 mg :5'w9 nIN
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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

Monitoring

. Alanine aminotransferase / serum glutamic pyruvic transaminase (ALT/SGPT)

o Liver enzymes should be assessed at least every twefour weeks during the first 6
months oftreatment; and every-8-weeksregularly thereafter.

o Consider additional monitoring when AUBAGIO is given in patients with pre-existing liver
disorders, given with other potentially hepatotoxic drugs or as indicated by clinical signs and
symptoms such as unexplained nausea, vomiting, abdominal pain, fatigue, anorexia, or
jaundice and/or dark urine. Liver enzymes should be assessed every two weeks during the
first 6 months of treatment, and at least every 8 weeks thereafter for at least 2 years from
initiation of treatment.




Cases of drug-induced liver injury (DILI) have been observed during treatment with teriflunomide,
sometimes life-threatening. Most cases of DILI occurred with time to onset of several weeks or several
months after treatment initiation of teriflunomide, but DILI can also occur with prolonged use.

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:-eonsiderdiseontinting. Consider to discontinue teriflunomide therapy if elevated

liver enzymes (greater than3-fold ULN) are confirmed.

In case of treatment discontinuation, liver tests should be pursued until normalisation of transaminase levels.

Hypoproteinaemia

Since teriflunomide is highly protein bound and as the binding is dependent upon the concentrations of
albumin, unbound plasma teriflunomide concentrations are expected to be increased in patients with
hypoproteinaemia, e.g. in nephrotic syndrome. Teriflunomide should not be used in patients with conditions
of severe hypoproteinaemia.

Skin reactions

Cases of severeserious skin reactions-have-beenreportedpostmarketing{, sometimes fatal including Stevens-
Johnson syndrome and(SJS), toxic epidermalnecrolysis)-

I-patientstreated (TEN), and drug reaction with leflunemide-the-parent compound,—~veryrare-cases-of Drug

Reaction-with—Eesinophiliacoseinophilia and Systemie-Symptemssystemic symptoms (DRESS)), have alse
been reported— with AUBAGIO.

: Bebes i e i b inved—If skin and /or
mucosal reactlons ( ulceratlve stomatltls) are observed Wthh raise the suspicion of severe generalised major
skin reactions (Stevens-Johnson syndrome, e+toxic epidermal necrolysis-Lyell’s syndrome,or drug reaction
with eosinophilia and systemic symptoms), teriflunomide and any other possibly associatedtreatment must
be discontinued, and an accelerated procedure initiated immediately. In such cases patients should not be re-
exposed to teriflunomide (see section 4.3).




4.8 Undesirable effects

System Very Common Uncommo | Rare Very Not known
organ commo n rare
class n
Hepatobiliar Alanine| Gamma- Acute Levie
ydisorders aminotransf | glutamyltransfe hepatitis hepatitisDr
erase (ALT) | rase (GGT) ug- induced
increaseb increaseb, liver injury
Aspartate (DILD)
aminotransfer
ase increase®
Skin and Alopecia| Rash, Acne INail disorders, Psoriasis
subcutaneou Severe skin (including
s tissue reactions® pustular)b
disorders

5.1 Pharmacodynamic properties

Mechanism of action

Teriflunomide is an immunomodulatory agent with anti-inflammatory properties that selectively and
reversibly inhibits the mitochondrial enzyme dihydroorotate dehydrogenase (DHO-DH), required-forwhich
functionally connects with the de-neve-pyrimidinesynthesis-respiratory chain. As a consequence of the

inhibition, teriflunomide generally reduces theproliferation of rapidly dividing cells that aeeddepend on de
novo synthesis of pyrimidine to expand. The exact mechanism by which teriflunomide exerts its therapeutic
effect in MS is not fully understood, but this is mediated by a reduced number of T-lymphocytes.
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