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PART I: HEALTH PROFESSIONAL INFORMATION
1 INDICATIONS

Mar-Teriflunomide (teriflunomide) is indicated for:

e monotherapy for the treatment of patients with relapsing remitting multiple sclerosis (RRMS)
to reduce the frequency of clinical exacerbationsand to delay the accumulation of physical
disability.

Mar-Teriflunomide should only be prescribed by clinicians who are experienced in the diagnosis
andmanagement of multiple sclerosis.

1.1 Pediatrics

Pediatrics (< 18 years of age): The safety and effectiveness of teriflunomide have not been
established in pediatric patientsand Mar-Teriflunomide is not recommended in this patient
population.

1.2 Geriatrics

Clinical studies of teriflunomide did not include patients over 65 years old. Mar-Teriflunomide
should be used with caution in patients aged 65 years and over. Physicians who choose to
treat geriatric patients should consider that treatment with Mar-Teriflunomide in the context
of a greater frequency of other concomitant diseases and concomitant drug therapy warrants
caution and may necessitate additional or more frequent monitoring (see 7 WARNINGS AND
PRECAUTIONS, 7.1 Special Populations, 7.1.4 Geriatrics).

2 CONTRAINDICATIONS

Mar-Teriflunomide (teriflunomide) is contraindicated in patients:

»= with known hypersensitivity to teriflunomide, leflunomide (the parent compound) or
to any ofthe nonmedicinal ingredients in the formulation

» who are currently treated with leflunomide. Co-administration of
teriflunomide with leflunomide is contraindicated.

» with severe hepatic impairment (see 7 WARNINGS AND PRECAUTIONS,
Hepatic/Biliary/Pancreatic).

= who are pregnant or women of childbearing potential not using reliable contraception
(see 7 WARNINGS AND PRECAUTIONS, Reproductive Health: Female and Male Potential).
Mar-Teriflunomide may cause fetal harm when administered to a pregnant woman.
Pregnancy must be excluded before start of treatment.

» with immunodeficiency states (e.g. AIDS).

= with impaired bone marrow function or significant anemias, leucopenia,
neutropenia orthrombocytopenia.

= with serious active infections.
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3 SERIOUS WARNINGS AND PRECAUTIONS BOX

Serious Warnings and Precautions

Hepatotoxicity

Severe liver injury including fatal liver failure occurred rarely in the post marketing
setting. Concomitant use of Mar-Teriflunomide with other potentially hepatotoxic drugs
may increase the risk of severe liver injury. Obtain transaminase and bilirubin levels
within 6 months before initiation of Mar-Teriflunomide therapy. Monitor ALT levels at
least monthly for at least six months after starting Mar-Teriflunomide (see 7 WARNINGS
AND PRECAUTIONS, Hepatic/Biliary/Pancreatic). If drug induced liver injury is suspected,
discontinue Mar-Teriflunomide and start an accelerated elimination procedure with
cholestyramine or charcoal (see 7 WARNINGS AND PRECAUTIONS, Accelerated
Elimination Procedure). Mar-Teriflunomide is contraindicated in patients with severe
hepatic impairment. Patients with pre-existing liver disease may be at increased risk of
developing elevated serum transaminases when taking teriflunomide.

Risk of Teratogenicity

Based on animal data, teriflunomide may cause major birth defects if used during
pregnancy. Pregnancy must be excluded before starting Mar-Teriflunomide. Mar-
Teriflunomide is contraindicated in pregnant women or women of childbearing potential
who are not using reliable contraception. Pregnancy must be avoided during Mar-
Teriflunomide treatment or prior to the completion of an accelerated elimination
procedure after Mar-Teriflunomide treatment (see 2 CONTRAINDICATIONS, 7 WARNINGS
AND PRECAUTIONS, Reproductive Health: Female and Male Potential, Accelerated
Elimination Procedure and 7.1 Special Populations, 7.1.1 Pregnant Women).

4 DOSAGE AND ADMINISTRATION
4.1 Dosing Considerations

Monitoring recommended prior to initiating and during treatment:

¢ Obtain transaminase and bilirubin levels within 6 months before initiation of Mar-
Teriflunomide therapy. Monitor ALT levels at least monthly for at least six months
after starting Mar-Teriflunomide (see 7 WARNINGS AND PRECAUTIONS,
Hepatic/Biliary/Pancreatic).

e Obtain a complete blood cell count (CBC) within 6 months before the initiation of
treatment with Mar-Teriflunomide and periodically during treatment. Further
monitoring should be based on signs and symptoms of infection (see 7 WARNINGS
AND PRECAUTIONS, Hematologic).

e Prior to initiating Mar-Teriflunomide, screen patients for latent tuberculosis
infection (see 7 WARNINGS AND PRECAUTIONS, Immune - Infections).

e Check blood pressure before start of Mar-Teriflunomide treatment and periodically
throughout treatment (see 7 WARNINGS AND PRECAUTIONS, Cardiovascular).
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e Obtain a negative pregnancy test before initiation of treatment with Mar-Teriflunomide
(see 7 WARNINGS AND PRECAUTIONS, 7.1 Special Populations, 7.1.1 Pregnant Women).

4.2 Recommended Dose and Dosage Adjustment

The recommended dose of Mar-Teriflunomide is 14 mg orally once daily which canbe taken
with or without food.

Pediatric patients
The safety and effectiveness of teriflunomide have not been established in pediatric patients
and Mar-Teriflunomide is not recommended in this patient population.

Geriatric patients

Clinical studies of teriflunomide did not include patients over 65 years old. Mar-Teriflunomide
should be used with caution in patients aged 65 years and overdue the greater frequency of
other concomitant diseases and concomitant drug therapy (see 2 CONTRAINDICATIONS, 7
WARNINGS AND PRECAUTIONS, 7.1 Special Populations, 7.1.4 Geriatrics, 10 CLINICAL
PHARMACOLOGY, 10.3 Pharmacokinetics, Special Populations and Conditions).

Hepatic impairment

No dosage adjustment is necessary for patients with mild and moderate hepatic impairment.
Teriflunomide is contraindicated in patients with severe hepatic impairment (see 2_
CONTRAINDICATIONS, 7 WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic).

Renal impairment
No dosage adjustment is necessary for patients with severe renal impairment (see 7 WARNINGS
AND PRECAUTIONS, Renal).

Patients with severe renal impairment undergoing dialysis were not evaluated. Teriflunomide is not
recommended in this population.

4.5 Missed Dose

If a dose is missed, treatment should be continued with the next dose as planned.

5 OVERDOSAGE

There is no experience regarding teriflunomide symptomatic overdose or intoxication
in humans. Teriflunomide 70 mg daily up to 14 days was well tolerated by healthy
subjects.

In the event of relevant overdose or toxicity, cholestyramine or activated charcoal is
recommended to accelerate elimination (see 7 WARNINGS AND PRECAUTIONS, General,
Accelerated Elimination Procedure).

For management of a suspected drug overdose, contact your regional poison control centre.
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6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING

Table — Dosage Forms, Strengths, Composition and Packaging

Route of Dosage Form /
Administration Strength/Compositi Non-medicinal Ingredients
on
Oral Film-coated tablet / Corn starch, colloidal silicon dioxide,
14 mg hydroxypropyl cellulose, lactose monohydrate,

microcrystalline cellulose, magnesium stearate,
sodium starch glycolate. The film coat contains
FD&C Blue #2 aluminium lake, hypromellose,
macrogol, titanium dioxide and talc.

Mar-Teriflunomide is available in film-coated tablets containing 14 mg of teriflunomide:
light blue, round, biconvex, film-coated tablets debossed with ‘HP’ on one side and ‘555’ on
other side.

Nonmedicinal ingredients: Corn starch, colloidal silicon dioxide, hydroxypropyl cellulose,
lactose monohydrate, microcrystalline cellulose, magnesium stearate, sodium starch
glycolate. The film coat contains FD&C Blue #2 aluminium lake, hypromellose, macrogol,
titanium dioxide and talc.

Mar-Teriflunomide is supplied as:
Carton of 28 tablets (2 blisters of 14 tablets per blister).
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7 WARNINGS AND PRECAUTIONS

Please see 3 SERIOUS WARNINGS AND PRECAUTIONS BOX.

General

Accelerated Elimination Procedure

Teriflunomide is eliminated slowly from the plasma.

Without an accelerated elimination procedure, it takes on average 8 months to reach plasma
concentrations less than 0.02 mg/L, however, due to individual variations in drug clearance it may
takeas long as 2 years. An accelerated elimination procedure could be used at any time after
discontinuation of Mar-Teriflunomide.

Elimination can be accelerated by either of the following procedures:
e Administration of cholestyramine 8 g every 8 hours for 11 days. If cholestyramine 8
g threetimes a day is not well tolerated, cholestyramine 4 g three times a day can
be used.
e Administration of 50 g oral activated charcoal powder every 12 hours for 11 days.

If either elimination procedure is poorly tolerated, treatment days do not need to be consecutive
unless there is a need to lower teriflunomide plasma concentration rapidly.

At the end of 11 days, both regimens successfully accelerated teriflunomide elimination,
leading tomore than 98% decrease in teriflunomide plasma concentrations.

Use of the accelerated elimination procedure may potentially result in a gradual return of disease
activity if the patient had been responding to Mar-Teriflunomide treatment.

Both cholestyramine and activated powdered charcoal may interact with the absorption of
some concomitant medications. In particular, it can influence the absorption of oestrogens and
progestogens such that reliable contraception with oral contraceptives may not be guaranteed
during the acceleratedelimination procedure with cholestyramine or activated charcoal. Use of
alternative contraceptive method is recommended.

Lactose

Because Mar-Teriflunomide tablets contain lactose, patients with rare hereditary problems of
galactose intolerance, lactase deficiency or glucose-galactose malabsorption, should not take
Mar-Teriflunomide.
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Cardiovascular

In the multiple sclerosis placebo-controlled studies, mean change from baseline to endpoint value
insystolic blood pressure was 2.6 mmHg for teriflunomide 14 mg, and -0.8 mmHg for placebo.
The change from baseline in diastolic blood pressure was 1.8 mmHg for teriflunomide 14 mg and
-0.5 mmHg for placebo.

Hypertension was reported as an adverse reaction in 4.2% of patients treated with 14 mg of
teriflunomide, compared with 2% on placebo for up to 2 years in the placebo-controlled trials.
During a long-term extension safety study, new onset hypertension was reported as a treatment
emergent adverse event in 13.4% of patients overall who were treated with teriflunomide 14 mg
for a median duration of approximately 5 years. At each 6-month interval during long-term
treatment, treatment emergent adverse events of new onset hypertension were reported in up
to 3% of patients treated with teriflunomide. Check blood pressure before the initiation of
treatment with Mar-Teriflunomide and periodically throughout treatment. Elevated blood
pressure should be appropriately managed during treatment with Mar-Teriflunomide.

Hematologic

A mean decrease in white blood cell (WBC) count of approximately 15% (mainly neutrophils and
lymphocytes) and in platelet count of approximately 10% was observed in placebo-controlled
trials with teriflunomide as compared to baseline. The decrease in mean WBC count occurred
during the first 6 weeks and WBC count remained at the decreased level during treatment (see 8
ADVERSE REACTIONS).

The majority of patients recovered from decreased neutrophils and/or lymphocyte cell counts in
lessthan 8 weeks, whether continuing on teriflunomide or after discontinuation.

Rare cases of pancytopenia, agranulocytosis and thrombocytopenia have been reported in the
postmarketing setting with leflunomide. A similar risk is expected for teriflunomide.

Obtain a complete blood cell count (CBC) within 6 months before initiating treatment with
Mar-Teriflunomide and periodically during treatment. Further monitoring should be based on
signs and symptoms suggestive of infection.

In any situation in which the decision is made to switch to or from Mar-Teriflunomide, from
or to another agent with a known potential for hematologic suppression, monitoring for
hematologic toxicity is recommended, because there will be overlap of systemic exposure to
both compounds, due to the slow elimination from plasma of teriflunomide and some of the
other therapies (eg, natalizumab, fingolimod). Use of an accelerated elimination procedure
may decrease this risk when switching to another therapy, but may also potentially result in
return of disease activity if the patient had been responding to Mar-Teriflunomide treatment
(see 10 CLINICAL PHARMACOLOGY, 10.3 Pharmacokinetics; 7 WARNINGS AND PRECAUTIONS,
Accelerated Elimination Procedure).
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In patients with pre-existing anemia, leucopenia, and/or thrombocytopenia as well as in
patients with impaired bone marrow function or those at risk of bone marrow suppression, the
risk of hematologicaldisorders is increased. If such effects occur, the accelerated elimination
procedure should be considered.

Hepatic/Biliary/Pancreatic

Hepatic:

Liver function abnormalities have been reported in some patientstreated with teriflunomide in
clinical trials. Severe liver injury including fatal liver failure occurred rarelyin the post marketing
setting.

Patients with pre-existing liver disease may be at increased risk of developing elevated serum
transaminases when taking teriflunomide. Patients with pre-existing acute or chronic liver disease,
or thosewith serum alanine aminotransferase (ALT) greater than two times the upper limit of
normal (ULN) before initiating treatment, should not normally be treated with teriflunomide. Mar-
Teriflunomide is contraindicated in patients with severe hepatic impairment (see 2
CONTRAINDICATIONS).

Elevations of liver enzymes have been observed in patientsreceiving teriflunomide. In placebo-
controlled trials, ALT greater than three times the ULN occurred in 44/786 (5.6%) of patients on
teriflunomide 14 mg and 30/806 (3.7%) of patients on placebo, during the treatment period of up to2
years. These elevations occurred mostly within the first 6 months of treatment. Half of the cases
returned to normal without drug discontinuation. In clinical trials, teriflunomide was discontinued if the
ALT elevation exceeded 3 times the ULN on two consecutive tests.

Of the patients who underwent discontinuation of teriflunomide and accelerated eliminationin
controlledtrials, serum transaminase levels returned to normal within approximately 2 months.

In controlled clinical trials, one serious case of “toxic hepatitis” was reported in a 35-year old
female patient. The patient developed ALT 32 times the ULN and jaundice 5 months after initiation
of teriflunomide 14 mg treatment. The patient was hospitalized for 5 weeks and recovered after
plasmapheresis and cholestyramine accelerated elimination procedure. Although the etiology of
thehepatic event remained unclear, a causal role of teriflunomide in this case is possible.

Cases of drug-induced liver injury (DILI) have been observed in the post-marketing setting, sometimes
life-threatening (see 8 ADVERSE REACTIONS, 8.5 Post-Market Adverse Reactions). The time to onset
of DILI ranged from days to years after initiating treatment with teriflunomide. Drug-induced liver
injury events were reported in patients with and without relevant risk factors, such as a history of
drug- induced hepatotoxicity or concomitant use of other hepatotoxic drugs, including some drugs
used for managing multiple sclerosis. Due to the potential for severe liver injury, exercise caution and
closely monitor patients if other known or potentially hepatotoxic drugs are used in combination with
teriflunomide or if there is a history of drug-induced hepatotoxicity (see 3 SERIOUS WARNINGS AND
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PRECAUTIONS BOX, Hepatotoxicity and Risk of Teratogenicity).

For all patients, obtain serum transaminase and bilirubin levels within 6 months before initiating
treatment with Mar-Teriflunomide. Monitor ALT levels at least monthly for at least six months after
starting Mar-Teriflunomide. Additional monitoring is recommended if Mar-Teriflunomide is used
with other potentially hepatotoxic drugs or if there is a history of drug-induced hepatotoxicity.
Consider discontinuing Mar-Teriflunomide if serum transaminase increase (greater than three times
the ULN) is confirmed. Monitor serum transaminase and bilirubin on Mar-Teriflunomide therapy,
particularlyin patients who develop symptomssuggestive of hepatic dysfunction, such as
unexplained nausea, vomiting, abdominal pain, fatigue, anorexia, or jaundice and/or dark urine.
Patients should be advised to immediately report signs or symptoms of hepatotoxicity. If liver injury
is suspected to be teriflunomide-induced, discontinue Mar-Teriflunomide and start an accelerated
elimination procedure (see 7 WARNINGS AND PRECAUTIONS, General, Accelerated Elimination
Procedure) and monitor liver tests weekly until normalized. If teriflunomide-induced liver injury is
unlikely because some other probable cause has been found, resumption of teriflunomide therapy
may be considered.

Due to a potential for additive hepatotoxic effects, alcohol consumption should be avoided during
treatment with Mar-Teriflunomide.

Hypoproteinemia

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

Hepatic Impairment:

Teriflunomide is contraindicated in patients with severe hepatic impairment (see 2
CONTRAINDICATIONS, 7 WARNINGS AND PRECAUTIONS, Hepatic/Biliary/Pancreatic). Mild and
moderate hepatic impairment had no impact on the pharmacokinetics of teriflunomide. No dosage
adjustment is anticipated for patients with mild and moderate hepaticimpairment.

Pancreatitis:

Very rare cases of acute symptomatic pancreatitis with no alternative etiologies, have been reported
during treatment with teriflunomide in MS patients (see 8 ADVERSE REACTIONS, 8.5 Post-Market Adverse
Reactions). For patients with symptoms of acute pancreatitis that are suspected to be teriflunomide-
induced, discontinue Mar-Teriflunomide and start an accelerated elimination procedure (see 7 WARNINGS
AND PRECAUTIONS, General, Accelerated Elimination Procedure).

Immune

Infections:
Patients with active acute or chronic infections should not start treatment until the infection(s) is

resolved. If a patient develops a serious infection during treatment, consider suspending treatment
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with Mar-Teriflunomide and using an accelerated elimination procedure (see 7 WARNINGS AND
PRECAUTIONS, General, Accelerated Elimination Procedure). Reassess the benefits and risks prior
to resumption of therapy. Instruct patients receiving Mar-Teriflunomide to report symptoms of
infections to a physician.

Mar-Teriflunomide is contraindicated in patients with severe immunodeficiency, bone marrow
disease, or severe, uncontrolled infections (see 2 CONTRAINDICATIONS). Medications like
teriflunomide that have immunomodulatory potential may cause patients to be more susceptible
to infections, including opportunistic infections.

In placebo-controlled studies of teriflunomide, no overall increase in the risk of serious infections
was observed with teriflunomide 14 mg 2.5% compared to placebo 2.5%. However, one fatal case
of klebsiella pneumonia sepsis occurred in a patient taking teriflunomide 14 mg for 1.7 years. In
clinical studies with teriflunomide, cytomegalovirus hepatitis reactivation has been observed. Fatal
infections, especially Pneumocystis jiroveci pneumonia and aspergillosis, have been reported in the
post-marketing setting, in patients receiving leflunomide for treatment of rheumatoid arthritis.
Most of the reports were confounded by concomitant immunosuppressant therapy and/or
comorbid illness which, in addition to rheumatoid disease, may predispose patientsto infection.

In clinical studies with teriflunomide, cases of tuberculosis have been observed. Prior to initiating
Mar-Teriflunomide, screen patients for latent tuberculosis infection. The safety of teriflunomidein
individuals with latent tuberculosis infection is unknown, as tuberculosis screening was not
systematically performed in clinical studies. For patients testing positive in tuberculosis screening,
treat by standard medical practice prior to initiating treatment with Mar-Teriflunomide.

Hypersensitivity:
Cases of hypersensitivity, angioedema and anaphylactic reaction have been reported during the
post-marketing period (see 8 ADVERSE REACTIONS, 8.5 Post-Market Adverse Reactions).

Advise the patient to discontinue Mar-Teriflunomide and seek immediate medical careif any
signs or symptoms of anaphylaxis or angioedema occurs.

Concomitant use of Immunosuppressive or Immunomodulating Therapies:

As leflunomide is the parent compound of teriflunomide, co-administration of Mar-Teriflunomide
with leflunomide is contraindicated.

Co-administration with antineoplastic or immunosuppressive therapies has not been evaluated
and isnot recommended due to the potential risk of additive immune system effects.

Switching to or from Teriflunomide:

Based on the clinical data related to concomitant administration of teriflunomide with interferon
beta or with glatiramer acetate, no waiting period is required when initiating teriflunomide after
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interferon beta or glatiramer acetate or when starting interferon beta or glatiramer acetate after
teriflunomide.

For switches to or from natalizumab or fingolimod see 7 WARNINGS AND PRECAUTIONS,
Hematologic.

Due to the characteristics and duration of alemtuzumab immune suppressive effects, initiating
treatment with Mar-Teriflunomide after alemtuzumab is not recommended unless the benefits of
Mar-Teriflunomide treatment clearly outweigh the risks for the individual patient.

Vaccination:

Two clinical studies have shown that teriflunomide treated patients mounted appropriate immune
responses when vaccinated with inactivated neoantigen (first vaccination), or recall antigen (re-
exposure). No clinical data are available on the efficacy and safety of live vaccinations in patients
taking teriflunomide. Vaccination with live vaccines is, however, not recommended. The long half-
life of teriflunomide should be considered when contemplating administration of a live vaccine after
stopping Mar-Teriflunomide.

Monitoring and Laboratory Tests

e Check blood pressure before initiation of treatment with Mar-Teriflunomide and
periodically throughouttreatment. Blood pressure should be appropriately managed
during treatment with Mar-Teriflunomide.

e Obtain a complete blood cell (CBC) count before initiation of treatment with Mar-
Teriflunomide and periodically during treatment. Further monitoring should be
based on signs and symptoms suggestive of infection.

e Obtain serum transaminases and bilirubin levels within 6 months before initiation of
treatmentwith Mar-Teriflunomide. Monitor ALT levels at least monthly for at least six
months after starting Mar-Teriflunomide.

e Obtain a negative pregnancy test before initiation of treatment with Mar-Teriflunomide.

Neurologic

Peripheral Neuropathy:

In placebo-controlled studies, peripheral neuropathy, including both polyneuropathy and
mononeuropathy (e.g., carpal tunnel syndrome), was reported more frequently in patients taking
teriflunomide than in patients taking placebo. In the pivotal, placebo-controlled studies, the incidenceof
peripheral neuropathy confirmed by nerve conduction studies was 2.2% (15 patients out of 685) on 14
mg of teriflunomide, compared with 0.6% (4 patients out of 708) on placebo. Treatment was
discontinued in 2 patients with confirmed peripheral neuropathy on 14 mg of teriflunomide; one of them
recovered following treatment discontinuation. The other case of peripheral neuropathy did not resolve
with continued treatment. There have also been reports of peripheral neuropathy in patients receiving
leflunomide.
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Age older than 60 years, concomitant neurotoxic medications, and diabetes may increase the risk
for peripheral neuropathy. If a patient taking Mar-Teriflunomide develops symptoms consistent
with peripheral neuropathy, such as bilateral numbness or tingling of hands or feet, consider
discontinuing Mar-Teriflunomide therapy and performing an accelerated elimination procedure
(see 7 WARNINGS AND PRECAUTIONS, General, Accelerated Elimination Procedure).

Renal

Severe renal impairment had no impact on the pharmacokinetics of teriflunomide. No dosage
adjustment is necessary for patients with severe renal impairment.

Patients with severe renal impairment undergoing dialysis were not evaluated. Teriflunomide is not
recommended in this population.

Reproductive Health: Female and Male Potential
e Teratogenic Risk
Use in Women of Childbearing Potential:

Mar-Teriflunomide is contraindicated in women who are pregnant or women of child bearing
potential not using reliable contraception. If the patient becomes pregnant while taking this drug,
the patient should be apprised of the potential hazard to a fetus. If pregnancy does occur during
treatment, the drug should be immediately discontinued and an accelerated elimination
procedure should be initiated (see 7 WARNINGS AND PRECAUTIONS, General, Accelerated
Elimination Procedure). Under these conditions, the patient should be referred to an
obstetrician/gynecologist, preferably experienced in reproductive toxicity, for further evaluation
and counseling.

There are no adequate and well-controlled studies of teriflunomide in pregnant women.

However, based on animal studies, teriflunomide may increase the risk of fetal death or teratogenic
effects when administered to pregnant women (see 16 NON-CLINICAL TOXICOLOGY, Reproductive
and Developmental Toxicology). In animal studies, teriflunomide has been shown to be selectively
teratogenic and embryolethal in multiple species when administered during pregnancy at doses less
than those used clinically.

Women of childbearing potential must not be started on Mar-Teriflunomide until pregnancy is
excluded and it has been confirmed that they are using reliable contraception (see 2_
CONTRAINDICATIONS). Before starting treatment with Mar-Teriflunomide, patients must be
fully counseled on the potential for serious risk to the fetus (see 3 SERIOUS WARNINGS AND
PRECAUTIONS BOX, Hepatotoxicity and Risk of Teratogenicity). The patient must be advised
that if there is any delay in onset of menses or any other reason to suspect pregnancy, they
must notify the physician immediately for pregnancy testing and, if positive, the physician and
patient must discuss therisk to the fetus.

Upon discontinuing Mar-Teriflunomide, it is recommended that all women of childbearing potential
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not using reliable contraception undergo an accelerated elimination procedure (see 7 WARNINGS
AND PRECAUTIONS, General, Accelerated Elimination Procedure). Women receiving Mar-
Teriflunomide treatment who wish to become pregnant must discontinue Mar-Teriflunomide and
undergo an accelerated elimination procedure, which includes verification that teriflunomide
plasma concentrations decreases to at least 0.02 mg/L. Human plasma concentrations of
teriflunomide less than 0.02 mg/L are expected to have minimal risk.

Teriflunomide can increase the plasma concentration of oral contraceptives 1.54-fold, therefore
consideration should be given to the type or dose of oral contraceptivesused (see 9 DRUG
INTERACTIONS).

Use in males:

Teriflunomide is detected in human semen. Animal studies to specifically evaluate the risk of male-
mediated fetal toxicity have not been conducted. To minimize any possible risk, men not wishing to
father a child and their female partners should use reliable contraception. Men wishing to father a
child should discontinue use of Mar-Teriflunomide and undergo an accelerated elimination
procedure (see 7 WARNINGS AND PRECAUTIONS, General, Accelerated Elimination Procedure) to
decrease the plasma concentration of teriflunomide to less than0.02 mg/L.

Respiratory

Interstitial lung disease (ILD), including acute interstitial pneumonitis, has been reported with
teriflunomide in the post marketing setting.

ILD and worsening of interstitial lung disease have been reported during treatment with
leflunomide, the parent compound of teriflunomide. ILD is a potentially fatal disorder and may
occur acutely at anytime during treatment with a variable clinical presentation. The risk is
increased in patients with a history of ILD.

New onset or worsening of pulmonary symptoms, such as persistent cough and dyspnea, with
or without associated fever, may be a reason for discontinuation of the therapy and for further
investigation, as appropriate. If discontinuation of the drug is necessary, consider initiation of an
accelerated elimination procedure (see 7 WARNINGS AND PRECAUTIONS, General, Accelerated
Elimination Procedure).

Skin

Severe cutaneous adverse reactions (SCARs)

Cases of serious skin reactions, sometimes fatal, including Stevens-Johnson syndrome (SJS), toxic
epidermal necrolysis (TEN), and drug reaction with eosinophilia and systemic symptoms (DRESS),
have been reported in the postmarketing setting in patientstreated with teriflunomide for MS.

If skin and/or mucosal reactions (ulcerative stomatitis) are observed which raise the suspicion of
severegeneralised major skin reactions (Stevens-Johnson syndrome, toxic epidermal necrolysis, or
drug reaction with eosinophilia and systemic symptoms), Mar-Teriflunomide must be discontinued,
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and an accelerated elimination procedure initiated immediately (see 7 WARNINGS AND
PRECAUTIONS, General, Accelerated Elimination Procedure). In such cases patients should not be re-
exposed to Mar-Teriflunomide (see 2 CONTRAINDICATIONS).

New onset of psoriasis (including pustular psoriasis) and worsening of pre-existing psoriasis have
been reported during use of teriflunomide. Discontinuation of treatment and initiation of an
accelerated elimination procedure may be considered, taking into account the patient’s disease and
medical history (see 8 ADVERSE REACTIONS, 8.5 Post-Market Adverse Reactions).

7.1 Special Populations

7.1.1 Pregnant Women

Mar-Teriflunomide is contraindicated for pregnant women or women of childbearing age not
using reliable contraception (see 2 CONTRAINDICATIONS and 7 WARNINGS AND PRECAUTIONS,
Reproductive Health: Female and Male Potential).

There are no adequate and well-controlled studies of teriflunomide in pregnant women.

However, based on animal studies, teriflunomide may increase the risk of fetal death or
teratogenic effects when administered to pregnant women (see 16 NON-CLINICAL TOXICOLOGY,
Reproductive and Developmental Toxicology).

Women of childbearing potential must not be started on Mar-Teriflunomide until pregnancy is
excluded and it has been confirmed that they are using reliable contraception. Before starting
treatment with Mar-Teriflunomide, patients must be fully counseled on the potential for serious
risk to the fetus (see 7 WARNINGS AND PRECAUTIONS, Reproductive Health: Female and Male
Potential).

Teriflunomide Enhanced Pharmacovigilance Pregnancy Active Surveillance Program

Patients who have become pregnant or suspect they could be pregnant while taking Mar-Teriflunomide
or up to two years after discontinuing Mar-Teriflunomide treatment should contact their healthcare
professional. An Enhanced Pharmacovigilance Pregnancy Active Surveillance Program has been
established to collect information about the effect of teriflunomide exposure during pregnancy.
Physicians are encouraged to enroll pregnant women in the Enhanced Pharmacovigilance Pregnancy
Active Surveillance Program, or pregnant women may enroll themselves in the Enhanced
Pharmacovigilance Pregnancy Active Surveillance Program by calling 1-855-627-2261, and can access

the program details and educational materials at the following website https://www.marcanpharma.com/

Labour and Delivery
There is no adequate information regarding the effects of teriflunomide on labour and delivery in

pregnant women.
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7.1.2 Breast-feeding

Animal studies have shown excretion of teriflunomide in breast milk.

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in
human milk and because of the potential for serious adverse reactions in nursing infants from
teriflunomide, a decision should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.

7.1.3 Pediatrics

Pediatrics (< 18 years of age): The safety and effectiveness of teriflunomide have not been established
in pediatric patientsand Mar-Teriflunomide is not recommended in this patient population.

7.1.4 Geriatrics

Clinical studies of teriflunomide did not include patients over 65 years old Mar-Teriflunomide
should be used with caution in patients aged 65 years and over. Physicians who choose to treat
geriatric patients should consider that treatment with Mar-Teriflunomide in the context of a
greater frequency of other concomitant diseases and concomitant drug therapy warrants caution
and may necessitate additional or more frequent monitoring.

8 ADVERSE REACTIONS

8.1 Adverse Reaction Overview

The following most common adverse reactions were reported with a frequency 210% in the 14 mg
teriflunomide group and a difference of 21% as compared to placebo: alopecia, diarrhea, ALT increased,
and nausea.

The safety findings during long-term treatment with teriflunomide were generally consistent with those
reported during the 2-year placebo controlled clinical trials (see 8 ADVERSE REACTIONS, Long-term

safety).

Teriflunomide is the main metabolite of leflunomide. The safety profile of leflunomide in patients
suffering from rheumatoid arthritis may be pertinent when prescribing teriflunomide in MS patients.
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8.2 Clinical Trial Adverse Reactions

Because clinical trials are conducted under very specific conditions the adverse reaction rates
observed in the clinical trials may not reflect the rates observed in practice and should not be
compared to the rates in the clinical trials of another drug. Adverse drug reaction information
from clinical trials may be useful in identifying and approximating rates of adverse reaction in
real-world use.

Placebo Controlled Trials

A total of 786 patients on teriflunomide 14 mg once daily and 806 on placebo constituted the safety
population in the pooled analysis of placebo-controlled studies in patients with relapsing remitting
forms of MS (RRMS) (see 14 CLINICAL TRIALS).

Table 1: Adverse Reactions in Placebo controlled studies (occurring in 2 1% of patients, and reported
for teriflunomide 14 mg at 21% higher rate than for placebo)

Teriflunomide

PRIMARY SYSTEM ORGAN CLASS 14 mg Placebo
Preferred Term (%) (N=786) (N=806)
INFECTIONS AND INFESTATIONS
Influenza 72 (9.2%) 60 (7.4%)
Sinusitis 47 (6.0%) 31 (3.8%)
Gastroenteritis viral 23 (2.9%) 11 (1.4%)
Oral herpes 19 (2.4%) 10 (1.2%)

BLOOD AND LYMPHATIC SYSTEM DISORDERS
Neutropenia 54 (6.9%) 13 (1.6%)

NERVOUS SYSTEM DISORDERS

Paraesthesia 66 (8.4%) 57 (7.1%)

Carpal tunnel syndrome 16 (2.0%) 8 (1.0%)
VASCULAR DISORDERS

Hypertension 33 (4.2%) 16 (2.0%)

RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS

Dyspnoea 13 (1.7%) 5 (0.6%)

GASTROINTESTINAL DISORDERS

Diarrhoea 113 (14.4%) 63 (7.8%)
Nausea 97 (12.3%) 63 (7.8%)
Abdominal pain upper 44 (5.6%) 35 (4.3%)
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Teriflunomide

PRIMARY SYSTEM ORGAN CLASS 14 mg Placebo
Preferred Term (%) (N=786) (N=806)
Toothache 25 (3.2%) 15 (1.9%)
SKIN AND SUBCUTANEOUS TISSUE DISORDERS
Alopecia 111 (14.1%) 35 (4.3%)
Rash 39 (5.0%) 27 (3.3%)
MUSCULOSKELETAL AND CONNECTIVE TISSUE
DISORDERS
Musculoskeletal pain 28 (3.6%) 19 (2.4%)
RENAL AND URINARY DISORDERS
Pollakiuria 16 (2.0%) 8 (1.0%)
REPRODUCTIVE SYSTEM AND BREAST
DISORDERS
Menorrhagia 12 (1.5%) 3 (0.4%)
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Teriflunomide
PRIMARY SYSTEM ORGAN CLASS 14 mg Placebo
Preferred Term (%) (N=786) (N=806)
INVESTIGATIONS
Alanine aminotransferase increased 110 (14.0%) 62 (7.7%)
Aspartate aminotransferase increased 24 (3.1%) 10 (1.2%)
Weight decreased 21 (2.7%) 8 (1.0%)
Gamma-glutamyltransferase increased 18 (2.3%) 7 (0.9%)
Neutrophil count decreased 17 (2.2%) 8 (1.0%)
White blood cell count decreased 11 (1.4%) 2 (0.2%)

The most frequently reported (in > 1% of patients treated with teriflunomide) Treatment Emergent
Adverse Events leading to discontinuation are neutropenia 8 (1%), alopecia 12 (1.5%) and alanine
aminotransferase increased 14 (1.7%).

Cardiovascular deaths

Four cardiovascular deaths, including three sudden deaths, and one myocardial infarction in a patient

with a history of hyperlipidemia and hypertension were reported among approximately 2600 patients
exposed to teriflunomide in the premarketing database. These cardiovascular deaths occurred during

uncontrolled extension studies, one to nine years after initiation of treatment. A relationship between
teriflunomide and cardiovascular death has not been established.

Hypophosphatemia

In clinical trials, 17% of 14 mg teriflunomide-treated subjects had mild hypophosphatemia (> 0.6
mmol/L and < lower limit of normal), compared to 6% of placebo-treated subjects; 5% of 14 mg
teriflunomide-treated subjects had moderate hypophosphatemia (20.3 mmol/L and <0.6 mmol/L),
compared to 1% of placebo-treated subjects. No subject on teriflunomide 14 mg had a serum
phosphorus <0.3 mmol/L.

Mean changes from baseline in inorganic phosphorus over time showed an effect of teriflunomide
compared to placebo. The decrease in inorganic phosphorus in the teriflunomide groups was
apparentas early as Week 2. The mean inorganic phosphorus level with teriflunomide decreased
steadily within the first 6 to 12 weeks and stabilized thereafter until the end of the study. At Week 12
the mean changes from baseline in inorganic phosphorus were -0.01 mmol/