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ARAVA®

NAME OF THE MEDICINAL PRODUCT
Active ingredient: Leflunomide

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet Arava 20 mg contains, as active ingredient, 20 mg leflunomide.

PHARMACEUTICAL FORM
Film-coated tablet for oral use

CLINICAL PARTICULARS
Therapeutic indications
Leflunomide is indicated for the treatment of adult patients with:

« active rheumatoid arthritis (to reduce signs and symptoms, to slow radiographic progression of joint
destruction and to improve physical function) as a "disease-modifying antirheumatic drug" (DMARD),

« active psoriatic arthritis.

Recent or concurrent treatment with hepatotoxic or haematotoxic DMARDSs (e.g. methotrexate) may
result in an increased risk of serious adverse reactions; therefore, the initiation of leflunomide
treatment has to be carefully considered regarding these benefit/risk aspects.

Moreover, switching from leflunomide to another DMARD without following the washout procedure
(see Special warnings and special precautions for use) may also increase the risk of serious adverse
reactions even for a long time after the switching.

Posology and method of administration

ALT (SGPT) and a complete blood cell count, including differential white blood cell count and platelets
must be checked before start of treatment and at least at monthly intervals during the first 6 months of
treatment, then every 6-8 weeks thereafter. (See Special warnings and special precautions for use).

Leflunomide therapy for Rhumatoid Arthritis (RA) is usually started with a loading dose of 100 mg
once daily for 3 days. Omission of the loading dose may decrease the risk of adverse events. For
additional information regarding the use of the loading dose in rheumatoid arthritis patients, see
Pharmacodynamic properties.

* The recommended maintenance dose for rheumatoid arthritis is leflunomide 10 mg to 20 mg once
daily. Patients may be started on leflunomide 10 mg or 20 mg depending on the severity (activity) of
the disease.

Leflunomide therapy for Psoriatic Arthritis (PsA) is also started with a loading dose of 100 mg once
daily for 3 days.

* The recommended maintenance dose is 20 mg once daily for patients with psoriatic arthritis (see
Pharmacodynamic propetrties).

The therapeutic effect usually starts after 4 to 6 weeks and may further improve up to 4 to 6 months.
There is no dose adjustment recommended in patients with mild renal insufficiency.
No dosage adjustment is required in patients above 65 years of age.

Leflunomide is not recommended in patients less than 18 years of age as it has not been studied in
this age group.

The treatment should be initiated and supervised by specialists experienced in the treatment of
rheumatoid arthritis and psoriatic arthritis.

Administration
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Arava tablets should be swallowed whole with sufficient amounts of liquid. The extent of leflunomide
absorption is not affected if it is taken with food.

Contraindications
Arava is contraindicated in:

- patients with hypersensitivity to leflunomide (especially previous Stevens-Johnson syndrome,
toxic epidermal necrolysis, erythema multiforme), teriflunomide or to any of the excipients in
the tablets.

- pregnant women, or women of childbearing potential who are not using reliable contraception
during treatment with leflunomide and thereafter as long as the plasma levels of the active
metabolite, A771726, are above 0.02 mg/l (see Pregnency and lactation). Pregnancy must be
excluded before start of treatment with leflunomide.

- patients with impairment of liver function.
- patients with severe immunodeficiency states, e.g. AIDS.

- patients with significantly impaired bone marrow function or significant anemia, leucopenia,
neutropenia or thrombocytopenia due to causes other than rheumatoid or psoriatic arthritis.

- patients with serious infections (see Special warnings and special precautions for use).

- patients with moderate to severe renal insufficiency, because insufficient clinical experience is
available in this patient group.

- patients with severe hypoproteinaemia, e.g. in nephrotic syndrome.

- women must not use leflunomide while breast-feeding (see Pregnancy and lactation).

Special warnings and special precautions for use

e General

Arava should be administered to patients only under careful medical supervision.

Concomitant administration of hepatotoxic or haematotoxic DMARDs (e.g. methotrexate) is not
advisable.

Due to the prolonged half-life of the active metabolite, A771726, adverse reactions may occur (e.g.
hepatotoxicity, haematotoxicity or allergic reactions) or persist even after leflunomide administration
has been discontinued (see Undesirable effects). Therefore, when such toxicities occur or when
switching to another DMARD (e.g. methotrexate) after treatment with leflunomide a washout
procedure should be performed.

If a severe adverse reaction to leflunomide occurs, or if for any other reason A771726 needs to be
cleared rapidly from the body, cholestyramine or activated charcoal has to be initiated as described in
Overdose and continued/repeated as clinically necessary. For suspected severe immunologic/allergic
reactions, more prolonged cholestyramine or activated charcoal administration may be necessary to
achieve rapid and sufficient clearance (see Pregnancy and lactation).

For washout procedures and other recommended actions in case of desired or unintended pregnancy
(see Pregnancy and lactation).

Co-administration of teriflunomide with leflunomide is not recommended, as leflunomide is the parent
compound of teriflunomide.

e Liver

Since the active metabolite of leflunomide, A771726, is highly protein bound and cleared via hepatic
metabolism and biliary secretion, and given the possible risk of hepatotoxicity, leflunomide should be
used with caution in patients with impairment of liver function. Leflunomide is not recommended in
patients with significant hepatic impairment or pre-existing hepatic disease.

ALT (SGPT) must be checked before start of treatment and at least at monthly intervals during the
first 6 months of treatment, then every 6-8 weeks thereafter.

Due to a potential for additive hepatotoxic effects, it is recommended that alcohol consumption be
avoided during treatment with leflunomide.

Guidelines for dose adjustment or discontinuation based on the severity and persistence of ALT
elevation are recommended as follows:
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For confirmed ALT elevations between 2 and 3-fold the upper limit of normal dose reduction from 20
to 10 mg/day may allow continued administration of leflunomide under close monitoring.

If ALT (SGPT) elevations between 2 and 3-fold the upper limit of normal persist or if confirmed ALT
elevations of more than 3-fold the upper limit of normal are present, leflunomide should be
discontinued. Cholestyramine or activated charcoal should be administered to more rapidly lower
A771726 levels.

Rare cases of serious liver injury, in isolated cases with fatal outcome, have been reported during
treatment with leflunomide. Most of the cases occurred within the first 6 months of treatment.
Although a causal relationship to leflunomide has not been established and multiple confounding
factors were present in most cases, it is considered essential that monitoring recommendations are
closely followed.

e Haematopoetic and immune system

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
haematological disorders is increased. If such effects occur, a washout (see below) to reduce plasma
levels of A771726 should be considered. (See Interaction with other medicinal products and other
forms of interactions)

A complete blood cell count, including differential white blood cell count and platelets should be
performed before start of leflunomide treatment, as well as monthly for the first 6 months of treatment
and every 6-8 weeks thereafter.

Frequent haematological monitoring (complete blood cell count, including differential white blood cell

count and platelets count) should be performed in:

- patients with recent or concomitant treatment with immunosuppressive or haematotoxic drugs, and
when leflunomide treatment is followed by such substances without a washout period.

- patients with a history of relevant haematological abnormalities.

- patients with relevant haematological abnormalities at baseline due to causes other than arthritic
disease. (See Special warnings and special precautions for use/ General)

Due to the potential for immunosuppression, although there is no clinical experience, leflunomide is
not recommended in patients with:

- severe immunodeficiency (e.g. AIDS).

- significant impairment of bone marrow function.

- serious infections.

In case of severe haematological reactions, including pancytopenia, Arava and any concomitant
myelosuppressive medication must be discontinued and a leflunomide washout procedure initiated.

e« Combinations with other treatments

The use of leflunomide with antimalarials used in rheumatic diseases (e.g. chloroquine and
hydroxychloroquine), intramuscular or oral gold, D-penicillamine, azathioprine and other
immunosuppressive agents (with the exception of methotrexate, see Interaction with other medicinal
products and other forms of interactions) has not been studied up to now. The risk associated with
combination therapy, in particular in long-term treatment, is unknown. Since such therapy can lead to
additive or even synergistic toxicity (e.g. hepato- or haematotoxicity), combination with another
DMARD (e.g. methotrexate) is not advisable.

Caution is advised when leflunomide is given together with drugs, other than NSAIDs, metabolised by
CYP2C9 such as phenytoin, warfarin, phenprocoumon and tolbutamide.

e Switching to other treatments

As leflunomide has a long persistence in the body, a switching to another DMARD (e.g. methotrexate)
without performing the washout procedure (see below) may raise the possibility of additive risks even
for a long time after the switching (e.g. kinetic interaction, organ toxicity).

Similarly, recent treatment with hepatotoxic or haematotoxic drugs (e.g. methotrexate) may result in
increased side effects; therefore, the initiation of leflunomide treatment has to carefully be considered
regarding these benefit/risk aspects and closer monitoring is recommended in the initial phase after
switching.

e Skin reactions
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In case of ulcerative stomatitis, leflunomide administration should be discontinued.

Cases of Stevens-Johnson syndrome, toxic epidermal necrolysis and drug reaction with eosinophilia
and systemic symptoms (DRESS) have been reported in patients treated with leflunomide (see
Undesirable effects). As soon as skin and/or mucosal reactions are observed which raise the
suspicion of such severe reactions, leflunomide and any other possibly associated medication must
be discontinued, and a leflunomide washout procedure initiated immediately (see Overdose). A
complete washout is essential in such cases. In such cases re-exposure to leflunomide is
contraindicated (see Contraindications).

Skin ulcers can occur in patients during therapy with leflunomide. If leflunomide-associated skin ulcer
is suspected or if skin ulcers persist despite appropriate therapy, leflunomide discontinuation and a
complete washout procedure should be considered. The decision to resume leflunomide following
skin ulcers should be based on clinical judgment of adequate wound healing.

Impaired wound-healing after surgery can occur in patients during therapy with leflunomide. Based on
an individual assessment, it may be considered to interrupt leflunomide treatment in the peri-surgical
period and administer a washout procedure as described below. In case of interruption, the decision
to resume leflunomide should be based on clinical judgment of adequate wound healing.

¢ Infections

Medications like leflunomide that have immunosuppression potential may cause patients to be more
susceptible to infections, including opportunistic infections (see Undesirable effects). Infections may
be more severe in nature and may therefore require early and vigorous treatment. In the event that a
serious infection occurs it may be necessary to interrupt leflunomide treatment and administer a
washout procedure as described in Overdose.

Before starting treatment, all patients should be evaluated for active and inactive (“latent”)
tuberculosis, as per local recommendations. Patients with a history of tuberculosis should be carefully
monitored because of the possibility of reactivation of the infection.

o Respiratory

Interstitial lung disease has been reported rarely during treatment with leflunomide (see Undesirable
effects). The risk of its occurrence is increased in patients with a history of interstitial lung disease.
Interstitial lung disease is a potentially fatal disorder, which may occur acutely during therapy.
Pulmonary symptoms, such as cough and dyspnoea, may be a reason for discontinuation of the
therapy and for further investigation as appropriate.

o Peripheral Neuropathy

Cases of peripheral neuropathy have been reported in patients receiving leflunomide. Most patients
recovered after discontinuation of leflunomide, but some patients had persistent symptoms. Age older
than 60 years, concomitant neurotoxic medications, and diabetes may increase the risk for peripheral
neuropathy. If a patient taking leflunomide develops a peripheral neuropathy, consider discontinuing
therapy and performing the drug elimination procedure described in section Pregnancy and lactation.

¢ Renal impairment

At present there is insufficient experience available to make specific dosage recommendations for
patients with renal impairment. Caution should be used when administering leflunomide in this
population. It should be considered that the active metabolite of leflunomide, A771726, is highly
protein bound.

¢ Blood pressure
Blood pressure must be checked before the start of leflunomide treatment and periodically thereafter.

e Usein Males

Available information does not suggest that leflunomide would be associated with an increased risk of
male-mediated fetal toxicity. However, animal studies to evaluate this specific risk have not been
conducted. To minimize any possible risk, men wishing to father a child should consider discontinuing
leflunomide and go through the drug elimination procedure described in section Pregnancy and
lactation.

In either case the A771726 plasma concentration is then measured for the first time. Thereafter, the
A771726 plasma concentration must be determined again after an interval of at least 14 days. If both
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plasma concentrations are below 0.02 mg/l, and after a waiting period of at least 3 months, the risk of
foetal toxicity is very low.

e Washout procedure

Cholestyramine 8 g is administered 3 times daily. Alternatively, 50 g of activated powdered charcoal is
administered 4 times daily. Duration of a complete washout is usually 11 days. The duration may be
modified depending on clinical or laboratory variables.

e Lactose
Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose galactose malabsorption should not take this medicine.

Interaction with other medicinal products and other forms of interactions

- Increased side effects may occur in case of recent or concomitant use of hepatotoxic or
haematotoxic drugs or when leflunomide treatment is followed by such drugs without a washout
period (see Special warnings and special precautions for use). Therefore, closer monitoring of liver
enzymes and haematological parameters is recommended in the initial phase after switching.

- Methotrexate: In a small (n=30) study with co-administration of leflunomide (10 to 20 mg per day)
with methotrexate (10 to 25 mg per week) a 2- to 3-fold elevation in liver enzymes was seen in 5 of 30
patients. All elevations resolved, 2 with continuation of both drugs and 3 after discontinuation of
leflunomide. A more than 3-fold increase was seen in another 5 patients. All of these also resolved, 2
with continuation of both drugs and 3 after discontinuation of leflunomide. Therefore, although, in
general, no waiting period is necessary when changing from leflunomide to methotrexate, closer
monitoring of liver enzymes is recommended in the initial phase after switching.

- Vaccinations: No clinical data are available on the efficacy and safety of vaccinations during
leflunomide treatment. Vaccination with live attenuated vaccines is, however, not recommended. The
long half-life of leflunomide should be considered when contemplating administration of a live
attenuated vaccine after stopping leflunomide.

- Warfarin: There have been case reports of increased prothrombin time, when leflunomide and
warfarin were co-administered. A pharmacodynamics interaction with warfarin was observed with
A771726 in a clinical pharmacology study. Therefore, when warfarin is co-administered, close INR
follow-up and monitoring is recommended.

- Food: The extent of leflunomide absorption is not affected when taken with food.

Effect of other drugs on leflunomide:

- In vitro inhibition studies in human liver microsomes suggest that cytochrome P450 (CYP) 1A2,
2C19 and 3A4 are involved in leflunomide metabolism. An in vivo interaction study with leflunomide
and cimetidine (non-specific weak- cytochrome P450 (CYP) inhibitor) has demonstrated a lack of a
significant impact on A771726 exposure.

- Following concomitant administration of a single dose of leflunomide to subjects receiving multiple
doses of rifampicin (non-specific cytochrome P450 inducer) A771726 peak levels were increased by
approximately 40%, whereas the AUC was not significantly changed. The mechanism of this effect is
unclear. The potential for leflunomide levels to continue to increase with multiple dosing may need to
be considered if patients are to be receiving both leflunomide and rifampicin.

- Administration of cholestyramine or activated charcoal leads to a rapid and significant decrease in
plasma A771726 concentration. The mechanism is thought to be by interruption of enterohepatic
recycling and/or gastrointestinal dialysis of A771726. (See Pregnancy and lactation and Overdose)

If the patient is already receiving nonsteroidal anti-inflammatory drugs (NSAIDs) and/or
corticosteroids, these may be continued after starting leflunomide.

Effect of leflunomide on other drugs:

- BCRP substrates: Although a pharmacokinetic interaction with a BCRP substrate (rosuvastatin) was
observed with A771726, no pharmacokinetic interaction in 12 patients between leflunomide (10 to 20
mg per day) and methotrexate (a BCRP substrate; 10 to 25 mg per week) was demonstrated.

- In vivo drug interaction studies have demonstrated a lack of significant drug interaction between
leflunomide and triphasic oral contraceptives. In a study in which leflunomide was given concomitantly
with a triphasic oral contraceptive pill containing 30 pg ethinyloestradiol to healthy female volunteers.
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There was no reduction in contraceptive activity of the pill, and A771726 pharmacokinetics were
within predicted ranges. A pharmacokinetic interaction with oral contraceptives was observed with
A771726.

The following pharmacokinetic and pharmacodynamics interaction studies were conducted with
A771726 (principal active metabolite of leflunomide). As similar drug-drug interactions cannot be
excluded for leflunomide at recommended doses, the following study results and recommendations
should be considered in patients treated with leflunomide:-

Effect on repaglinide (CYP2C8 substrate): There was an increase in mean repaglinide Cmaxand AUC
(1.7- and 2.4-fold, respectively), following repeated doses of A771726, suggesting that A771726 is an
inhibitor of CYP2C8 in vivo. Therefore, monitoring patients with concomitant use of drugs metabolised
by CYP2CS8, such as repaglinide, paclitaxel, pioglitazone or rosiglitazone, is recommended as they
may have higher exposure.

Effect on caffeine (CYP1AZ2 substrate): Repeated does of A771726 decreased mean Cmax and AUC of
caffeine (CYP1A2 substrate) by 18% and 55%, respectively, suggesting that A771726 may be a weak
inducer of CYP1A2 in vivo. Therefore, medicinal products metabolised by CYP1A2 (such as
duloxetine, alosetron, theophylline and tizanidine) should be used with caution during concomitant
treatment, as it could lead to the reduction of the efficacy of these products.

Effect on organic anion transporter 3 (OAT3) substrates: There was an increase in mean cefaclor
Cmax and AUC (1.43- and 1.54-fold, respectively), following repeated doses of A771726, suggesting
that A771726 is an inhibitor of OAT3 in vivo. Therefore, when coadministered with substrates of
OATS, such as cefaclor, benzylpenicillin, ciprofloxacin, indomethacin, ketoprofen, furosemide,
cimetidine, methotrexate, zidovudine, caution is recommended.

Effect on BCRP and/ or organic anion transporting polypeptide B1 and B3 (OATP1B1/B3) substrates:
There was an increase in mean rosuvastatin Cmax and AUC (2.65- and 2.51-fold, respectively),
following repeated doses of A771726. However, there was no apparent impact of this increase in
plasma rosuvastatin exposure on the HMG-CoA reductase activity. If used together, the dose of
rosuvastatin should not exceed 10 mg once daily. For other substrates of BCRP (e.g., methotrexate,
topotecan, sulfasalazine, daunorubicin, doxorubicin) and the OATP family especially HMG-CoA
reductase inhibitors (e.g., simvastatin, atorvastatin, pravastatin, methotrexate, nateglinide,
repaglinide, rifampicin) concomitant administration should also be undertaken with caution. Patients
should be closely monitored for signs and symptoms of excessive exposure to the medicinal products
and reduction of the dose of these medicinal products should be considered.

Effect on oral contraceptive (0.03 mg ethinylestradiol and 0.15 mg levonorgestrel): There was an
increase in mean ethinylestradiol Cmaxand AUCo-24 (1.58- and 1.54-fold, respectively) and
levonorgestrel Cmax and AUCo-24 (1.33- and 1.41-fold, respectively) following repeated doses of
A771726. While this interaction is not expected to adversely impact the efficacy of oral contraceptives,
consideration should be given to the type of oral contraceptive treatment.

Effect on warfarin: Repeated doses of A771726 had no effect on the pharmacokinetics of S-warfarin,
indicating that A771726 is not an inhibitor or an inducer of CYP2C9. However, a 25% decrease in
peak international normalised ratio (INR) was observed when A771726 was co-administered with
warfarin as compared with warfarin alone. Therefore, when warfarin is co-administered, close INR
follow-up and monitoring is recommended.

Pregnancy and lactation

e Pregnancy

There are no clinical studies evaluating leflunomide in pregnant women. However, A771726 is
teratogenic in rats and rabbits, and it may cause fetal harm in humans.

Leflunomide is contraindicated in pregnant women, or women of childbearing potential who are not
using reliable contraception (see Interaction with other medicinal products and other forms of
interactions) during treatment with leflunomide and thereafter as long as the plasma levels of the
active metabolite, A771726, are above 0.02 mg/l. Pregnancy must be excluded before start of
treatment with leflunomide.

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 the risk to the pregnancy. It is possible that rapidly lowering the
blood level of the active metabolite, by instituting the drug elimination procedure described below, at
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the first delay of menses may decrease the risk to the fetus from leflunomide.

For women receiving leflunomide treatment and who wish to become pregnant, one of the following
procedures is recommended:
o After stopping treatment with leflunomide, cholestyramine 8 g is administered 3 times daily for
a period of 11 days.
o After stopping treatment with leflunomide, 50 g of activated charcoal is administered 4 times
daily for a period of 11 days.

The 11 days do not need to be consecutive unless there is a need to lower the A771726 plasma level
rapidly.

In either case, the A771726 plasma levels < 0.02 mg/l must be verified by 2 separate tests at least 14
days apart. Human plasma levels of the active metabolite less than 0.02 mg/I (0.02 pg/ml) are
expected to have minimal risk based on available data.

Without the drug elimination procedure, it may take up to 2 years to reach A771726 levels < 0.02 mg/l,
due to individual variation in drug clearance. However, also after a such a waiting period, verification
of A771726 levels < 0.02 mg/l by 2 separate tests at an interval of at least 14 days is required.

If a waiting period of up to approximately 2 years under reliable contraception is considered
unpractical, prophylactic institution of a washout procedure may be advisable.

Reliable contraception with oral contraceptives may not be guaranteed during the washout procedure
with cholestyramine or activated charcoal. Use of alternative contraceptive methods is recommended.

Risk of birth defects and other adverse pregnancy outcomes occurring in women who inadvertently
became pregnant while taking leflunomide for any length of time in the 15t trimester of pregnancy are
described in Pharmacodynamic properties.

e Lactation

Animal studies indicate that leflunomide or its metabolites pass into breast milk. It is, however, not
known if leflunomide or its metabolites are excreted into human milk. Women, therefore, should not
breast-feed while they are receiving leflunomide. A decision should be made whether to proceed with
breast-feeding or to initiate treatment with leflunomide, taking into account the importance of the drug
for the mother.

Effects on ability to drive and use machines
In the case of side effects such as dizziness the patient's ability to concentrate and to react properly
may be impaired. In such cases patients should refrain from driving cars and using machines.

Undesirable effects

Classification of expected frequencies: common = 1-10% of patients; uncommon = 0.1-1% of patients;
rare = 0.01-0.1% of patients; very rare = 0.01% of patients or less; not known (cannot be estimated
from the available data).

Gastrointestinal system, liver

Common: Diarrhea, nausea, vomiting, anorexia, oral mucosal disorders (e.g. aphthous stomatitis,
mouth ulcerations), abdominal pain, elevation of liver parameters (e.g. transaminases, less
often gamma-GT, alkaline phosphatase, bilirubin), colistis including microscopic colitis.

Uncommon: Taste disturbances.

Rare: Hepatitis, jaundice/cholestasis.

Very rare: Severe liver injury such as hepatic failure and acute hepatic necrosis that may be fatal,

pancreatitis

Cardiovascular system
Common: Increase in blood pressure
Not known: Pulmonary hypertension

Haemic and lymphatic system

Common: Leucopenia with leucocyte count > 2 x 10%/1 (> 2 G/I).

Uncommon: Anemia, thrombocytopenia with platelet count < 100 x 10%/1 (< 100 G/I).
Rare: Leucopenia with leucocyte count < 2 x 1091 (< 2 G/I), eosinophilia, pancytopenia.
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Very rare: Agranulocytosis.

Recent, concomitant or consecutive use of potentially myelotoxic agents may be associated with a
higher risk of haematological effects.

Nervous system
Common: Headache, dizziness, paraesthesia.

Uncommon: Taste disturbances, anxiety.
Very rare: Peripheral neuropathy.

Allerqgic reactions, skin and appendages

Common: Mild allergic reactions (including maculopapular and other rashes), pruritus, eczema, dry
skin, increased hair loss.

Uncommon: Urticaria.

Very rare: Severe anaphylactic/oid reactions, Stevens-Johnson syndrome (erythema multiforme of
maijor type), toxic epidermal necrolysis, erythema multiforme. In case reports received so
far, a causal relationship with leflunomide treatment could not be established, but cannot
be excluded.

Very rare: Vasculitis, including cutaneous necrotizing vasculitis. Due to the underlying disease, a
causal relationship could not be established.

Infection

Rare: Severe infections and sepsis, which may be fatal.

Most of the case reports were confounded by concomitant immunosuppressant therapy and/or
comorbid illness, in addition to rheumatoid disease, which may predispose patients to infection.

Medications like leflunomide that have immunosuppression potential may cause patients to be more
susceptible to infections, including opportunistic infections (see Special warnings and special
precautions for use).

In clinical studies, the incidence of e.g. rhinitis and bronchitis (5% vs. 2%), and pneumonia (3% vs.
0%) was slightly increased in patients treated with leflunomide compared to placebo, whereas the
overall incidence of infections was comparable.

Respiratory, thoracic and mediastinal disorders
Rare: Interstitial lung disease (including interstitial pneumonitis), which may be fatal.

Skin and subcutaneous tissue disorders

Not known: Cutaneous lupus erythematosus, pustular psoriasis or worsening psoriasis, drug reaction
with eosinophilia and systemic symptoms (DRESS), skin ulcer (see Special warnings and special
precautions for use).

Musculoskeletal and connective tissue disorders
Common: Tenosynovitis

Uncommon: Tendon rupture

Renal and urinary disorders

Not known: Renal failure

Other
Common: Weight loss, asthenia.
Uncommon: Hypokalaemia.

Mild hyperlipidaemia may occur. Uric acid levels usually decrease, due to a uricosuric effect. Possible
further laboratory findings for which clinical relevance could not be established include: small
increases in LDH, CK and a small decrease in phosphate.

Tendosynovitis and tendon rupture have been reported as adverse events under treatment with
leflunomide, however, a causal relationship could not be established.

Marginal (reversible) decreases in sperm concentration, total sperm count and rapid progressive
motility cannot be excluded.
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The risk of malignancy, particularly lymphoproliferative disorders, is also known to be increased with
use of some immunosuppressive drugs.

Overdose

Symptoms

There have been reports of chronic overdose in patients taking Arava at daily dose up to five times
the recommended daily dose and reports of acute overdose in adults or children. There were no
adverse events reported in the majority of case reports of overdose. Adverse events were consistent
with the safety profile for Arava (see Undesirable effects). The most frequent adverse events
observed were diarrhea, abdominal pain, leukopenia, anemia and elevated liver function tests.

Management

In the event of relevant overdose or toxicity, cholestyramine or activated charcoal is recommended to
accelerate elimination. Cholestyramine given orally at a dose of 8 g three times a day for 24 hours to
three healthy volunteers decreased plasma levels of A771726 by approximately 40% in 24 hours and
by 49-65% in 48 hours.

Administration of activated charcoal (powder made into a suspension) orally or via nasogastric tube
(50 g every 6 hours for 24 hours) has been shown to reduce plasma concentrations of the active
metabolite A771726 by 37% in 24 hours and by 48% in 48 hours.

These washout procedures may be repeated if clinically necessary.

Studies with both hemodialysis and CAPD (chronic ambulatory peritoneal dialysis) indicate that
A771726, the primary metabolite of leflunomide, is not dialyzable.

PHARMACOLOGICAL PROPERTIES
Pharmacodynamic properties
Pharmacotherapeutic group: selective immunosuppressive agents, ATC code: LO4AA13.

. Human pharmacology

Leflunomide is a disease-modifying anti-rheumatic agent with antiproliferative properties. Leflunomide
has shown to improve signs and symptoms and to slow down the progression of joint destruction in
active rheumatoid arthritis. In the respective studies the large majority of patients used concomitant
NSAIDs or low doses of corticosteroids.

. Animal pharmacology

Leflunomide is effective in animal models of arthritis and of other autoimmune diseases and
transplantation. It has immunomodulating/immunosuppressive characteristics, acts as an
antiproliferative agent, and displays anti-inflammatory properties.

In vivo, it is rapidly and almost completely metabolised to A771726, which is active in vitro, and is
presumed to be the active medicinal product.

Leflunomide exhibits the best protective effects on animal models of autoimmune diseases when
administered in the early phase of the disease progression. In animal models of chronic graft versus
host disease and solid organ graft rejection, leflunomide has prolonged rejection time or reversed
ongoing rejection reactions. In addition, leflunomide has exhibited anti-inflammatory activity, yet only
weak to no analgesic or antipyretic activity. In a model of experimental septicaemia, leflunomide did
not alter the resistance of mice to bacterial pathogens.

. Mode of action
A771726, the active metabolite of leflunomide, slows down the progress of target cells through
different phases of the cell cycle.

In vitro, after mitogen stimulation, A771726, the active metabolite, inhibits T-cell proliferation and DNA
synthesis. It inhibits mitogen-stimulated proliferation of human peripheral blood mononuclear cells
(PBMCs), and proliferation in transformed murine and human cell lines, in a dose-dependent fashion.
This antiproliferative activity is reversed by the addition of uridine to the cell culture, indicating that
A771726 acts at the level of the pyrimidine biosynthesis pathway. Binding studies using radiolabelled
ligand demonstrate that the active metabolite binds to and inhibits the human enzyme dihydroorotate
dehydrogenase (DHODH). Together, these data suggest that, in vivo, at concentrations achievable in
patients receiving leflunomide, pyrimidine synthesis in lymphocytes and other rapidly dividing cell
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populations may be inhibited. Further, the inhibition of tyrosine kinase activity has been reported, for
both in vitro and in vivo situations. The in vitro activity does not seem to be mediated directly through
enzyme inhibition and takes place only at much higher concentrations of A771726 than is necessary
for the inhibition of DHODH.

e  Clinical efficacy

1. Rheumatoid Arthritis
The efficacy of Arava in the treatment of rheumatoid arthritis (RA) was demonstrated in three
controlled trials showing reduction in signs and symptoms, and inhibition of structural damage. In two
of the three controlled trials, efficacy was also demonstrated for improvement in physical function. In
all Arava monotherapy studies, an initial loading dose of 100 mg per day for three days only was used
followed by 20 mg per day thereafter.

uS3o1

Study US301, a 2 year placebo-controlled study, randomized 482 patients with active RA of at least 6
months duration to leflunomide 20 mg/day (n=182), methotrexate 7.5 mg/week increasing to 15
mg/week (n=182), or placebo (n=118). All patients received folate 1 mg BID. Primary analysis was at
52 weeks with blinded treatment to 104 weeks. Overall, 235 of the 508 randomized treated patients
(482 in primary data analysis and an additional 26 patients), continued into a second 12 months of
double-blind treatment (98 leflunomide, 101 methotrexate, 36 placebo). Leflunomide dose continued
at 20 mg/day and the methotrexate dose could be increased to a maximum of 20 mg/week. In total
190 patients (83 leflunomide, 80 methotrexate, 27 placebo) completed 2 years of double-blind
treatment.

MN301/303/305

Study MN301, a placebo-controlled study, randomized 358 patients with active RA to leflunomide 20
mg/day (n=133), sulfasalazine 2.0 g/day (n=133), or placebo (n=92). Treatment duration was 24
weeks. An extension of the study was an optional 6-month, non-placebo active controlled, blinded
continuation of MN301, resulting in a 12-month comparison of leflunomide and sulfasalazine (study
MN303). Of the 168 patients who completed 12 months of treatment in MN301 and MN303, 146
patients (87%) entered a 1-year extension non-placebo active controlled study of double blind active
treatment (MN305; 60 leflunomide, 60 sulfasalazine, 26 placebo/sulfasalazine). Patients continued on
the same daily dosage of leflunomide or sulfasalazine that they had been taking at the completion of
MN301/303. A total of 121 patients (53 leflunomide, 47 sulfasalazine, 21 placebo/sulfasalazine)
completed the 2 years of double-blind treatment.

MN302/304

Study MN302, a non-placebo active controlled study, randomized 999 patients with active RA to
leflunomide 20 mg/day (n=501) or methotrexate at 7.5 mg/week increasing to 15 mg/week (n=498).
Folate supplementation was used in 10% of patients. Treatment duration was 52 weeks.

Of the 736 patients who completed 52 weeks of treatment in study MN302, 612 (83%) entered the
double-blind, 1-year extension study MN304 (292 leflunomide, 320 methotrexate). Patients continued
on the same daily dosage of leflunomide or methotrexate that they had been taking at the completion
of MN302. There were 533 patients (256 leflunomide, 277 methotrexate) who completed 2 years of
double-blind treatment.

a) Signs and symptoms Rheumatoid Arthritis

Relief of signs and symptoms was assessed using the American College of Rheumatology (ACR) 20
Responder Index, a composite of clinical, laboratory, and functional measures in rheumatoid arthritis.
An “ACR20 Responder” is a patient who had = 20% improvement in both tender and swollen joint
counts and in 3 of the following 5 criteria: physician global assessment, patient global assessment,
functional ability measure [Modified Health Assessment Questionnaire (MHAQ)], visual analog pain
scale, and erythrocyte sedimentation rate or C-reactive protein. An “ACR20 Responder at Endpoint” is
a patient who completed the study and was an ACR20 Responder at the completion of the study.
Arava was statistically significantly superior to placebo in reducing the signs and symptoms of RA by
the primary efficacy analysis, ACR20 Responder at Endpoint, in study US301 (at the primary 12
months endpoint) and MN301 (at 6 month endpoint). ACR20 Responder at Endpoint rates with Arava
treatment were consistent across the 6 and 12 month studies (41-49%). No consistent differences
were demonstrated between leflunomide and methotrexate or between leflunomide and sulfasalazine.
Arava treatment effect was evident by 1 month, stabilized by 3-6 months, and continued throughout
the course of treatment.
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Maintenance of effect

After completing 12 months of treatment, patients continuing on study treatment were evaluated for

an additional 12 months of double-blind treatment (total treatment period of 2 years) in studies US301,
MN305, and MN304. ACR Responder rates at 12 months were maintained over 2 years in most
patients continuing a second year of treatment. Improvement from baseline in the individual
components of the ACR responder criteria was also sustained in most patients during the second

year of Arava treatment in all three trials.

b) Inhibition of structural damage

Inhibition of structural damage compared to control was assessed using the Sharp Score, a
composite score of X-ray erosions and joint space narrowing in hands/wrists and forefeet. Arava was
statistically significantly superior to placebo in inhibiting the progression of disease by the Sharp
Score. No consistent differences were demonstrated between leflunomide and methotrexate or
between leflunomide and sulfasalazine.

c) Improvement in physical function

Improvement in physical function was assessed using the Health Assessment Questionnaire (HAQ)
and the Medical Outcomes Survey Short Form (SF-36). The Health Assessment Questionnaire (HAQ)
assesses a patient’s physical function and degree of disability. Arava was statistically significantly
superior to placebo in improving physical function. Superiority to placebo was demonstrated
consistently across all eight HAQ DI subscales (dressing, arising, eating, walking, hygiene, reach, grip
and activities) in both placebo controlled studies.

The Medical Outcomes Survey Short Form 36 (SF-36), a generic health-related quality of life
questionnaire, further addresses physical function. In US301, at 12 months, Arava provided
statistically significant improvements compared to placebo in the Physical Component Summary
(PCS) Score.

Maintenance of effect

The improvement in physical function demonstrated at 6 and 12 months was maintained over two
years. In those patients continuing therapy for a second year, this improvement in physical function as
measured by HAQ and SF-36 (PCS) was maintained.

2. Psoriatic Arthritis
Adult patients with Psoriatic Arthritis (PsA) were randomized either to leflunomide or to placebo.
Treatment duration was 6 months and dosing was 100 mg/day for three days followed by 20 mg/day
lefunomide for the remaining of the period. In the leflunomide group, of the patients that were fully
analyzable (n=186), 59.0% had an improvement of the Psoriatic Arthritis Treatment Response Criteria
(PsARC), the primary endpoint, compared with 29.7% in the placebo group (p<0.0001). PsARC is a
measure combining a physician global assessment, a patient global self assessment, a joint
pain/tenderness score and a joint swelling score. Improvement of PSARC is defined as a decrease by
= 30% for joint scores and by = 1 point for global assessments. An improvement of at least 2 of the
above, one of which had to be joint pain/tenderness or joint swelling score and no worsening in any of
the 4 measures was required to be considered as a responder.

Changes in Psoriasis Area and Severity Index (PASI) reflect changes in the extent and severity of
psoriasis lesions as judged by erythema, desquamation, and infiltration. Leflunomide resulted in
significant improvement in PASI scores over the 24-week study relative to placebo, with a mean
(xSD) improvement of 22.4% (£51.6%) in the leflunomide group compared with a deterioration of
2.2% (£70.4%) in the placebo group (p=0.0030). Compared to the placebo group, a significantly
greater proportion of patients in the leflunomide group experienced a = 50% reduction in PASI scores
(PASI 50; 18.9% vs 30.4%; p=0.050) and = 75% reduction in PASI scores (PASI 75; 7.8% vs 17.4%;
p=0.048) from baseline. The adverse events observed in the clinical study in PsA patients were
comparable to the adverse events seen in the clinical trials in Rheumatoid Arthritis patients.

Paediatrics

Leflunomide was studied in a single multicenter, randomized, double-blind, active-controlled trial in 94
patients (47 per arm) with polyarticular course juvenile rheumatoid arthritis. Patients were 3-17 years
of age with active polyarticular course JRA regardless of onset type and naive to methotrexate or
leflunomide. In this trial, the loading dose and maintenance dose of leflunomide was based on three
weight categories: < 20 kg, 20-40 kg, and > 40 kg. After 16 weeks treatment, the difference in
response rates was statistically significant in favour of methotrexate for the JRA Definition of
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Improvement (DOI) =2 30% (p=0.02). In responders, this response was maintained during 48 weeks.
(See Posology and method of administration).

The pattern of adverse events of leflunomide and methotrexate seems to be similar, but the dose
used in lighter subjects resulted in a relatively low exposure (see Pharmacokinetic properties). These
data do not allow an effective and safe dose recommendation.

e Exposure during pregnancy

Leflunomide must not be used in pregnant women, or women of childbearing potential who are not
using reliable contraception during treatment with leflunomide. Pregnancy must be ruled out before
the start of treatment with leflunomide. Patients must be advised that if there is any reason to suspect
pregnancy, they must notify their physician for pregnancy testing, and if positive, risk related to the
pregnancy outcomes must be discussed. Drug elimination procedures to rapidly lower the blood level
of the active metabolite of leflunomide may decrease the risk to the fetus (see Contraindication and
Pregnancy and lactation).

A pregnancy outcome prospective study, was conducted by the Organization of Teratology
Information Specialists (OTIS) to estimate the risk of birth defects and other adverse pregnancy
outcomes due to inadvertent leflunomide exposure in the first trimester of pregnancy. Pregnant
subjects were recruited into one of three groups: women with a diagnosis of rheumatoid arthritis who
took at least one dose of leflunomide (n=64), a disease-matched comparison group without
leflunomide exposure during pregnancy (n=108), or a comparison group of healthy pregnant women
(n=78). Inadvertant exposure to leflunomide during the 1st trimester of pregnancy followed by
discontinuation of the drug plus washout procedure with cholestyramine resulted in major structural
defects in 5.4% of live births compared to either of the comparison groups (4.2% in the disease
matched group and 4.2% in healthy pregnant women).

The results of this study, which was prematurely discontinued due to a decline in recruitment, do not
change the initial contraindication of leflunomide use in pregnancy. In particular, the study did not
address possible risks associated with use of leflunomide over the entire period of embryonic
development as all subjects in the leflunomide exposed group discontinued the medication upon
recognition of pregnancy, nearly all went through at least one course of drug elimination procedure
and most subjects were not exposed to leflunomide beyond 3 weeks post-conception.

Pharmacokinetic properties

Leflunomide is rapidly converted to the active metabolite, A771726, by first-pass metabolism (ring
opening) in gut wall and liver. In a study with radiolabelled '*C-leflunomide in three healthy volunteers,
no unchanged leflunomide was detected in plasma, urine or faeces. In other studies, unchanged
leflunomide levels in plasma have rarely been detected, however, at ng/ml plasma levels. The only
plasma radiolabelled metabolite detected was A771726. This metabolite is responsible for essentially
all the in vivo activity of Arava.

Absorption

Excretion data from the "“C study indicated that at least about 82 to 95% of the dose is absorbed. The
time to peak plasma concentrations of A771726 is very variable. Peak plasma levels can occur
between 1 hour and 24 hours after single administration. Leflunomide can be administered with food,
since the extent of absorption is comparable in the fed and fasting state. Due to the very long half-life
of A771726 (approximately 2 weeks), a loading dose of 100 mg for 3 days was used in clinical studies
to facilitate the rapid attainment of steady-state levels of A771726. Without a loading dose, it is
estimated that attainment of steady-state plasma concentrations would require nearly two months of
dosing. In multiple dose studies in patients with rheumatoid arthritis, the pharmacokinetic parameters
of A771726 were linear over the dose range of 5 to 25 mg. In these studies, the clinical effect was
closely related to the plasma concentration of A771726 and to the daily dose of leflunomide. At a
dose level of 20 mg/day, average plasma concentration of A771726 at steady state is approximately
35 pg/ml. At steady state plasma levels accumulate about 33- to 35-fold compared with single dose.

Distribution

In human plasma, A771726 is extensively bound to protein (albumin). The unbound fraction of
A771726 is about 0.62%. Binding of A771726 is linear in the therapeutic concentration range. Binding
of A771726 appeared slightly reduced and more variable in plasma from patients with rheumatoid
arthritis or chronic renal insufficiency. The extensive protein binding of A771726 could lead to
displacement of other highly bound drugs. In vitro plasma protein binding interaction studies with
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warfarin at clinically relevant concentrations, however, showed no interaction. Similar studies showed
that ibuprofen and diclofenac did not displace A771726, whereas the unbound fraction of A771726 is
increased 2- to 3-fold in the presence of tolbutamide. A771726 displaced ibuprofen, diclofenac and
tolbutamide but the unbound fraction of these drugs is only increased by 10% to 50%. There is no
indication that these effects are of clinical relevance. Consistent with extensive protein binding
A771726 has a low apparent volume of distribution (approximately 11 I). There is no preferential
uptake in erythrocytes.

Metabolism

Leflunomide is metabolised to one primary (A771726) and many minor metabolites including TFMA
(4-trifluoromethylaniline). The metabolic biotransformation of leflunomide to A771726 and subsequent
metabolism of A771726 is not controlled by a single enzyme and has been shown to occur in
microsomal and cytosolic cellular fractions. Interaction studies with cimetidine (non-specific
cytochrome P450 inhibitor) and rifampicin (non-specific cytochrome P450 inducer) indicate that in vivo
CYP enzymes are involved in the metabolism of leflunomide only to a small extent.

Elimination

Elimination of A771726 is slow and characterised by an apparent clearance of about 31 ml/hr. The
elimination half-life in patients is approximately 2 weeks. After administration of a radiolabelled dose
of leflunomide, radioactivity was equally excreted in faeces, probably by biliary elimination, and in
urine. A771726 was still detectable in urine and faeces 36 days after a single administration. The
principal urinary metabolites were glucuronide products derived from leflunomide (mainly in O to 24
hours samples) and an oxanilic acid derivative of A771726. The principal faecal component was
A7T71726.

It has been shown in man that administration of an oral suspension of activated powdered charcoal or
cholestyramine leads to a rapid and significant increase in A771726 elimination rate and decline in
plasma concentrations (see Overdose). This is thought to be achieved by a gastrointestinal dialysis
mechanism and/or by interrupting enterohepatic recycling.

Pharmacokinetics in renal failure

Leflunomide was administered as a single oral 100 mg dose to 3 hemodialysis patients and 3 patients
on continuous peritoneal dialysis (CAPD). The pharmacokinetics of A771726 in CAPD subjects
appeared to be similar to healthy volunteers. A more rapid elimination of A771726 was observed in
hemodialysis subjects which was not due to extraction of drug in the dialysate but instead to
displacement of protein binding. Population kinetic analysis of all 6 of these patients demonstrated
that although clearance of A771726 is increased approximately 2-fold, terminal half-life of elimination
is similar to that for healthy subjects since the volume of distribution is also increased.

Pharmacokinetics in liver failure

No data are available regarding treatment of patients with hepatic impairment. The active metabolite
A771726 is extensively protein bound and cleared via hepatic metabolism and biliary secretion. These
processes may be affected by hepatic dysfunction.

Pharmacokinetics in Pediatrics

The pharmacokinetics of A771726 following oral administration of leflunomide have been investigated
in 73 pediatric patients with polyarticular course Juvenile Rheumatoid Arthritis (JRA) who ranged in
age from 3 to 17 years. The results of a population pharmacokinetic analysis of these trials have
demonstrated that pediatric patients with body weights < 40 kg have a reduced systemic exposure
(measured by Css) of A771726 relative to adult rheumatoid arthritis patients (see Posology and
method of administration).

Influence of age
Pharmacokinetics in children and adolescents have not been studied. Pharmacokinetic data in elderly
(> 65 years) are limited but consistent with pharmacokinetics in younger adults.

Smoking

A population-based pharmacokinetic analysis of the Phase Il data indicated that smokers had a 38%
increase in clearance over nonsmokers; however, no difference in clinical efficacy was seen between
smokers and nonsmokers.

Preclinical safety data
* Acute toxicity
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Leflunomide, administered orally and intraperitoneally, has been studied in acute toxicity studies in
mice and rats.

In mice the oral LD50 values ranged from 200-500 mg/kg and in rats between 100 and 250 mg/kg.
After intraperitoneal administration, the LD50 values were approximately 400 mg/kg in mice and
between 200 and 400 mg/kg in rats.

+ Chronic toxicity

Repeated oral administration of leflunomide to rats and dogs for up to 6 months duration revealed no
effect doses of 0.5 and 0.8 mg/kg/day respectively. Higher doses caused pathologic changes in rats,
namely bone marrow hypoplasia, reduced splenic thrombocytopoiesis, thymic atrophy, haemorrhages
in gastrointestinal tract and other tissues, and mortalities. At 1 mg/kg/day and higher doses, anemia
and splenic extramedullary erythropoiesis were present. In dogs reduced erythrocyte parameters,
presence of Heinz bodies and/or Howell-Jolly bodies, extramedullary haemopoiesis and
haemosiderosis were noted. Mortalities occurred in dogs given 8 mg/kg/day. Due to its
pharmacodynamic activity, leflunomide inhibits cell proliferation and differentiation. Accordingly,
effects on reproductive organs were seen in repeated-dose studies in mice at high dose levels
(degeneration and atrophy of testicles, prostate, seminal vesicles, at 30 mg/kg body weight and
atrophy of ovaries and uterus at 100 mg/kg body weight). In dogs, reduced prostate and testes
weights were noted in a 3month study in the high dose group (8 mg/kg body weight).

* Mutagenicity

Leflunomide was not mutagenic in the Ames Assay, the Unscheduled DNA Synthesis Assay, or in the
HGPRT Gene Mutation Assay. In addition, leflunomide was not clastogenic in the in vivo Mouse
Micronucleus Assay nor in the in vivo Cytogenetic Test in Chinese Hamster Bone Marrow Cells.
However, 4-trifluoromethylaniline (TFMA), a minor metabolite of leflunomide, was mutagenic in the
Ames Assay and in the HGPRT Gene Mutation Assay and was clastogenic in the in vitro Assay for
Chromosome Aberrations in the Chinese Hamster Cells. TFMA was not clastogenic in the in vivo
Mouse Micronucleus Assay nor in the in vivo Cytogenetic Test in Chinese Hamster Bone Marrow
Cells.

e Carcinogenicity

No evidence of carcinogenicity was observed in a 2-year bioassay in rats at oral doses of leflunomide
up to the maximally tolerated dose of 6 mg/kg (approximately 1/40 the maximum human M1 systemic
exposure based on AUC). However, male mice in a 2 year bioassay exhibited an increased incidence
in lymphoma at an oral dose of 15 mg/kg, the highest dose studied (1.7 times the human M1
exposure based on AUC). Female mice in the same study exhibited a dose-related increased
incidence of bronchoalveolar adenomas and carcinomas combined beginning at 1.5 mg/kg
(approximately 1/10 the human M1 exposure based on AUC). The significance of the findings in mice
relative to the clinical use of leflunomide is not known.

¢ Antigenicity
Leflunomide was not antigenic in the active systemic and passive cutaneous anaphylaxis test in
guinea pigs and was devoid of sensitising properties.

* Teratogenicity

A771726 is teratogenic in rats and rabbits. Leflunomide, when administered orally to rats during
organogenesis at a dose of 15 mg/kg, was teratogenic (most notably anophthalmia or
microophthalmia and internal hydrocephalus). The systemic exposure of rats at this dose was
approximately 1/10 of the human exposure level based on AUC. Under these exposure conditions,
leflunomide also caused a decrease in the maternal body weight and an increase in embryolethality
with a decrease in fetal body weight for surviving fetuses. In rabbits, oral treatment with 10 mg/kg of
leflunomide during organogenesis resulted in fused, dysplastic sternebrae. The exposure level at this
dose was essentially equivalent to the maximum human exposure level based on AUC. At a 1-mg/kg
dose, leflunomide was not teratogenic in rats and rabbits.

When female rats were treated with 1.25 mg/kg of leflunomide beginning 14 days before mating and
continuing until the end of lactation, the offspring exhibited marked (greater than 90%) decreases in
postnatal survival. The systemic exposure level at 1.25 mg/kg was approximately 1/100 the human
exposure level based on AUC.

PHARMACEUTICAL PARTICULARS
List of excipients
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Excipients: Starch, povidone, crospovidone, talc, colloidal silicon dioxide, magnesium stearate,
hydroxypropyl-methylcellulose, titanium dioxide, polyethylene glycol, lactose monohydrate, macrogol
8000, and - for the 20 mg tablet - yellow ferric oxide.

Incompatibilities
Not applicable

Special precautions for storage

Do not store above 30°C.

Blister packs: Store in the original package.

Bottles: Keep the container tightly closed. Protect from light
Keep out of the reach of children.

Expiry date
Do not use later than the date of expiry stated on the packaging.

DATE OF REVISION OF THE TEXT
Leflunomide CCDS version 23 (01 Aug 2024)
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uasiee warfarin: N3 A771726 Tuauedne) lailinasiendaaausianiazes S-warfarin uansdn
A771726 liilusadiudaisamilantin CYP2C9 atidlafimu Waiauinauiunislifendaniuen warfarin
Aunieliien warfarin ieNagNgRLINLIN ANGIGATEY INR AAAY 25% Aatiuuuziinliingadnmi INR uay

AannNatinalngdm waliten warfarin $auiUN195N90

ARTNATTAUAZALS bussaslTUNLY RS
aa -
ApTNAILS
TddnsAnenapatinilssidunnsldaanngiuludluassdinges adlafinnu A771726 vinliiRnA

fnUnAressagaulungiarnszsine wazeraiuatwnliinadunafesigeulunyse

] v ] 1 1

T ldanngluludluassiassiiseassnduuniindnazfsassrii i lEnsaunufianingene
oy . Y 4. ool <
sewdneinmdaaeanngulug wavniavainisliainsunssiuresansuniuelaineangns

(A771726) €l911nN31 0.02 Aadnin/ans Aosiuladnlidinsdsassrineuiunisinesoaananngiulug

filosfegliFuatuasdn feauislifunngnauiuiuinnudnilszanmheunnandn viselmauadulaiasde
1819A3A398 16 INaNN1IAReLNI9FIATerT uazinuanisegauLiluLan unnduaziioafiassoumii
= =2 dl 3 o (<1 P o rdl Qr 14 1
fansountieAudenaeenisfieasss daonsdulllfdmnnanssiuresarsniuelarineangns ifeting
@ o = ' o A Y ol o \ acly ! .
son3luiuusningudnlszanneuniandn Ineliasn1s9ne1aananinneaNteinga1e a1atanan

] o ¥
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o o dl o Yar o v o dl = o £ a o, aca
A miuassninaslfifunisinmdasananngiulusuazssouiaziyms wuzih il imnuianisla
AanNtlesa U
1% o ¥ 6 v . o o i e | o
- nasanuganisinesaaaanngiulug 1 cholestyramine 8 N3 3 AFasiadi 1ilunan 11 41
1% o 1% 6 v . o o o @ o
- nasanuganisinesaasangulug 1 activated charcoal 50 nfu Suas 4 A% uwan 11
Ipenszazioan 11 51 Tdauflusiassaiiiastu BuwAtnfasnisliseiu A771726 lunaiauianasasing
FALIINIU
Tai31az1E351n Aaannnisnsaanuidinduaed A771726 91taendn 0.02 Jaaniu/ans 1Ry 2 A% 7
sreznanvineiuetlies 14 Ju andeyanudn frszduaismniuelarinesngnslunanaiilrntiesndd

0.02 HaANN/AR3 AAdIUNATiANNIREIANEA

#1113 8n1399meNeanaIN39NNe a1alEnanne 2 T sEAU A771726 A9a2A1N9N 0.02 NAANTN/ARNT
\Wasannauuanssunsindnen lugjiausazau athlsfisunasarndussazihsasinann 69
afludiaansann Audnduaas A771726 911aen31 0.02 RAANTN/ARNT 2 ATY NIzeznaUeiuasing

1108 14 34 Aoeledung

fnAndn ldannsalfanaunidanunnzan i ludeanse isaneadnaieslu 2 1 erauugin 11435013

YIAELNAANAINGINNE

enpunlingiaiudsenuanalilifulseiunisaunniialfuiven lusendnsnisadnanaanainsianie

14 . A . o 6 ¥ o A aod
»¢l cholestyramine 178 activated charcoal LLuzmslﬂsmemNmLumﬁﬂuj

v v
o ' o

dl a a a a ¥ a d‘ ' ua// & 1% dd‘ .
PYNNIRENTRINSRAANEAUN AR ALaTHatinReaw) sanissensest wuldluasanasnsssiane
Futsemuananngiuludlulasunausnaesnissisasss (17 imester) TddnazFutlsemuanununuminled

dJ a v 4 o [ o
AN sﬁﬁﬂﬁll’]?_lvlfl Tusiadia @mmummqmmwmmm

asiz luseayliiuuymg

v
naAne ludnduansiiviudinaannguluduaraswnue lavinessiuduaenguiunls adnelsfinuda

k4 v
Tinauuidadienanngiulufuazmualaiesivarnnsadusannietinunaesuyedizala Al

o

wsanldansliiunymsnnisiulssmusanglulug fasinduladnaviaenliiunymnssevizai@anizunig
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Tunsiifanadnaaes 1l Jus aruatnnsnaesiielunsiannsuaznissauauasanaunnsadly Ty

No i wa o o y A o
ﬂﬁ?mm\‘mmq@jﬂ’mmNmmﬂmmmuWWMuumeﬂmmfﬂwmﬂ@

an15baNglsd9A

NNTLLNLFELNNIBIANNDNANATIAZNL

wuties = 1-10% wefjtlee; wuldtes = 0.1-1% waeftle; wulies = 0.01-0.1% wevfjilen; wulleanin =

0.01% 2eftle vizalinaupand (Iawnsndszifiulfanieyanies)

U

SULNWNIAUDINITURLFILI

wudes:  feady, pduld, a1@eu, ieamns, fenudeunfiresfieylugestin (gu aphthous
stomatitis, wealuin), Uandies, ﬁﬁyf‘fmmiﬁwmmmﬁu@ﬁ”u (v veulmsd transaminase,
gamma —GT (wu'lditiag), alkaline phosphatase, billirubin), a1 l&veianiay sanlltean1é
IngSniaLfimsaanuuuniesqansssil

wulddes :  n1s¥ubsarailng

wutles : FudniaL, ATuannnnsATeting

WUTRENIN : AURTIEFABAUDENITULIT LT ALNE waziifeidesuneetadaLma (acute hepatic

N 6o gy A Aa WY o o "
necrosis) Fearan Wdedimls, dudeusniay (pancreatitis)

cuyvia lauazanmiann

Wy ; AN AUIAT ALY
Tdnauaud: musumasaiaanlulangs (Puimonary hypertension)

= ¥
SULIABAUAS U VABN

WULBE : N12EAREATNMANAIANUNER TAENATUITAR LI AREAT1ININNGT 2x10° AaART
(NN 2 NFN/ART)
wulddes :  Talimans, nauindsaennn Inadauiundndentiasndn 100x10° Aedans (Heandn 100
n3u/am9)
¥ < A s a o ¢ @ o ¥ ! 9 1 a ¥ !
WUTRE ; NAAREAT1ANAY TAEHANUIUEARLIALAEATN9aNI1 2x10° ARART (Tiaanan 2
N3u/Ang) A1U9U eosinophils NNRALNG, AuouEadLdnRanNTiAaAAY

WUHRENIN : A1UIU granulocytes amas (agranulocytosis)

enanailunssialanszen lidnazieald, MHdnduseldsearnaanigiulug eranasdesiuaas

o &4 A <
LAENARTELLLARANNINTU

92U TE AN
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o

1 o KR P o a a .
WULRE a3, Nues, Anusandulaiinlni (paraesthesia)
wuldtes:  n1sfusalaUdn®, AmnAeaa (anxiety)

wutlaaunn : lsaszuudszaimdautans (peripheral neuropathy)

Unizenisuiseraniiuasadtn mﬂiumww

'
a a

wulag uﬂﬁﬁ?mmmﬁmmmﬂm@uLLN (hafhugila maculopapular LL@"’NWIIH@@W‘]), AU, HAud
SnsuLRuNG e Fess (eczema), WAL, H33991N Y

wulddes :  aniie

WUHRENIN ﬂ’]?LLﬁ'ﬂEiN’;;uLLNLLUU anaphylactic/toid reactions, Stevens-Johnson syndrome
(erythema multiforme %ﬂlﬂu major type), toxic epidermal necrolysis, erythema
multiforme lusenuildFuulianunsaiusudranaring luluifluanve uitliaiunss
Uijias s

wusleenn ;- @waenenaL (vasculitis), 99NN cutaneous necrotizing vasculitis Lummﬂiimmuwm‘ﬂ’m

fag Asldarusovanlidnenanvgiulufiiluame

a 49/
n17eaL7a

> a & a & = = 2 o o aa
NWUUBE : ﬂq?mmLm@@ﬂ’]\‘i?uLL?\i LL@zﬂ’]imﬂLm@luﬂigLL@Lﬂﬂm (sepsis) BIDNANULLLALITAB)

o

daulunjreaniesnaeiu wudnisinsinwuuunanifuiuionfaeviseiilsniana ) uenmilaainlsade

v
=

o :rdJ [ o a Y Y a dl’/ '
ANLALIFHIADEIA sﬂ\‘Iﬂ’WLﬂ%[ﬁl'ﬂ]ﬁ\‘i%ﬁﬂiﬁ@jﬂ')ﬂmﬂL‘ﬂ@\‘i’mﬂu'ﬂﬁll,l,@'l

Loy 14

aa ) Ay o o vy a & &4 =
El’]@u”] N M@Numﬂ@qﬁlﬂqL@WW@JIu»LNmuLNﬂW?ﬂﬁ@]ﬂ@ﬂﬂu ‘ﬂ’]@mqlﬂaﬂrlﬂmﬁlm@\?’]ﬂﬁlu FAITANONNNT

o [

Andaanaleniadan (a (aviadia AuseuiiArasTaA7szdaiAE lun7 1)

TunsAneneaatninaunsine s anng iuludivenasn wugiiBnisninianauaniiosaaite
ylnssayndniau (rhinitis) wazvaanandniay (bronchitis) (5% Wguriu 2%) uazlendniay (pneumonia)

(3% \Wguriyu 0%) anuziguiRnisadlagsansisnnareansande indiAearii

ANNAALINAUBNNINIALNIE 1,71 7998N UAZALNALLBA

% ) . . < " Ly A o gy a Aa Yy
WUUREY : interstitial lung disease (3940 interstitial pneumonitis) Nenannlidadanlé

ANNAALNAYBNHINIIUAS Lums/@?mmwu\?
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laingumanud:  cutaneous lupus erythematosus, I?M:Lﬁmﬁmﬁmjwum (pustular psoriasis) 98
TsnaziinRundainisusiag (worsening psoriasis), nguainTslintlszasfainnislfen
1990137 Eosinophil unnfian@saniuainisnanaszuu (Drug Reaction with
o o =

Eosinophilia and Systemic Symptoms (DRESS), WafHamis (auiadia AusauiiAsiay

Tam753INAE lun7 1)

= N o A& P S
ANAALNAYBNNAINILLD, Ngan UASLLALEIALNEIINLS

wWolee :  LBuwazUaan@uenlay (tenosynovitis)

wuldies . 1@uRANIA

puAnLnRYaY ez sy Tag19e

Tainsumand ;. Teqne

]

=
8147
4
WU UMINAR, aauNAs (asthenia)

wulddes . Tdumaidaulwaannn

ananulauluaengaauaniion syAunngininazanas SuLeINIAN uricosuric effect
aranunsiasnulasAmneliesdjirnsau) Asunsauenlffaeain1mmiapaiin i LDH, CK s

Wniieg, Weaananadianiias

= 1 R rd‘ [ [~3 < o Ve @
mﬁmmmmﬂqummmmmﬂumf;xL@uLL@zﬂ@@mL@u@mmu (tenosynovitis) LAaLAUaNINAANELAN

Walulud aehslsfimny puduinsinaoiuwmaualdainisaveantfidlanmeainaanngiulug

nsanasauiuduLiNaasaNialnRsiannauAudulnflfresandindureautendd aauiuaga
ManupLazn1aaeulaL1maE

B1RANLANNIA L AANTUTBINTRANZIE Tnglaniziiieldainwaadfina1uu (lymphoproliferative) 1ie

o

T saniuenagiANiuLIeTin

nslasus A vaUIA

BINITURLN
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wusenuns liFuafuwatuuse i lugleen1Fiuaneranndu Tnaau aangeds 5 winaesauia
s:ll o YOy 1 o -4 a 1 a o 3// 4 1 <3 1 s
enfuuzt ilisedu uarnumeaunislifuanfuauisatradauwauisug uajuazian weiladidinng
a 1 R o‘a‘l o o Yo a =3 rz:ll ¥
seunsAnmansiliflssasindrdggannnislifuaiivaun wanisniliislscasfnnuazafng

o oy

P o o v )= | =R ol \ Py
U%@H@ﬂmuﬂ@@mﬂmlm?;l’mmﬂm (@]W"J"U@ @')ﬂ’?T‘Z?JW\ﬁJT:/’ZV\W?) @qﬂqTVLN‘W\'ﬁJT::@QﬂVIWUU@ﬂ VL@LLﬂ
v

=&

¥ al ¥ (=1 I a Ly o
NAILAL, ‘l_lfJWVl’ﬂ\‘I, HALRBAATITIRARN, I@‘Mﬁl"ﬂ’]\‘], Lfauvlsnmmmuzgwu

n194ANIT

fnnen1sannislisuenvaunaviraiafEanen wuein 34 cholestyramine Y3 activated
charcoal fiadati8an13a§RE1aaNANEINE annislienanadasguning 3 auiulszniu
cholestyramine 8 N3u duaz 3 a¥aflunan 24 alua nudiseALTas A771726 lunangananasilszanns
40% T 24 3. Lazanag 49-65% b 48 TU.

neliiFutlszniu activated charcoal (Mugulisfiazyiniluansuaaunznemn) wisaliinnsananiuayniding

YARADIUNT (nasogastric tube) (50 NFu N 6 TN, ulaan 24 gu.) Wudﬁizﬁmmmimmmi@ﬁﬁ@@ﬂ
q‘w‘ﬁf (AT71726) AARS 37% 14 24 . LAz 48% 11 48 1.
a7 1¥3an919nen s anvniiaauan i anain
n13@nEl hemodialysis waz CAPD (chronic ambulatory peritoneal dialysis) Wu4n ld@ns1sna9nans

A771726 Baiiluansimuelavimanaesananngiuludlaeds dialysis 16

AMANUANIULNFTINE
AMANLAMNUNFTINAFNERS
NANNNIINHINIUNFTINE: selective immunosuppressive agents, ATC code LO4AAT3

WRAINEN LU

'
e

ananngiulusdniiluangu disease-modifying anti-rheumatic agent NAAMANLIRSNWN1TIRNAIMIY
m@QLsnaﬁ(antiproliferative properties)

v
ananngiulufdaiiliienisuazainisuanszeslsndunazazaanisinanedalulsadedniaugniness

o

indsatiueg annisAnen filaadaulunldansauiuengu NSAIDs vsaangy corticosteroids 1u

YUIARAN

wnRTInan ludand

o

ananngiulustilsrdnsnnludnimeassnidulsndedniavuazlsrdu] MiinangRfuiuessioes

o o

(autoimmune diseases) uaznaiasuineadans snanngluludiguanifliugRAnu

'
a a o

L ¥
(immunomodulating) / NA7HRANTY (immunosuppressive) 88NANBELENNITNAUIULIBLTAR wasd

AANLR TN 9 1UNNIENLEL NINARBIEIRTIR (in vivo) wudn siugnidasmdusnswmuelarn
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AT71726 T9auNIneenys lwnaeanaaedlistsaniuazAeuiivanysnl uazpindraniduansid

o o '

AUAIATYABNANITTNIN

' ' '
o v & al

aangluluadilsraninmlunistlasiunangs ludninasasmiiulsauigiAuiusessoeaialionly

a o a o & PRy Dy o a ) & o A a o
?::Elgl,ffllLLﬁ\ﬂqJ@\?ﬂqT@qLqu?ﬁ EL‘LLZQm']'V]ﬁ@@ﬂmﬂﬂqqgﬁm@mqu@rlﬂ')::Vlﬂ@]ﬂﬂquLLUULﬁ‘@i\?ﬁi@ﬂ’]?ﬂ{]L@ﬁ@QHqgﬁ

|
a

1ia7iu solid organ, aanngiuludazdaetinszazinainissiesinuasnlyl visai i aUAsesesin
adenzignaneiniaanfiuegnauiiiulng wenanenanngluluddelgnidudganisfinunisdniay us
= Qf b % = v =3 v I S v & dld a d’l A ]
fgvsufithmiseanldiaadntiessiselifing ludnmasesinisfindelunszuaden eanngulusla

i linssiesinuuuafiee lumy mice nlasuulashl

N5AaANONe
dJ [ -3 -3 a a Y 1 1
A771726 Baflugnswmuelaivessanvgiulug avaenisiasaivinressadidmunadussasingeg

YDIMNATTINUDILTAR

NIANEINNEUANINNNE uﬁ\ﬁmﬂﬁﬁmiﬂi:’ﬁjﬂﬁm@ﬁumﬁTfJ ansumuelai A771726 fudenisutioia
289 T-cell waznsdaAmzl DNA lasdudanszuaunisuts ”qﬁgﬂmz’ﬁjuﬁfm mitogen 284 peripheral
blood mononuclear cells (PBMCs) fil¥annew uas cell lines fidmsutisafldanumduansuazame
wutuesfuaunei ¥ qrisdudemautisihime i faemadia uridine Wl ugaamnsidenes
“iad TN 9LeTd1ans A771726 @@ﬂg%’éﬁ?:ﬁﬂﬂ?:uquﬂwa‘zﬁ’qmm:ﬁ pyrimidine n13AnEinalE38nns
AnuouiNTUmTIA (radiolabelled ligand) wudﬂma‘mmu‘avl,@ﬁ'a'aﬂqw%r‘llmﬁmm:ﬁuf@
waulaidinydroorotate dehydrogenase (DHODH) andiagasananauanslifiiudnnisansnlusienig (in
vivo) TupruidindiuaeseanngiulusAlilugias arafimsdudanisdainasst pyrimidine luizadida
{#8a173 (lymphocytes) uaziTATIINNTULIAAetM9A37 uazanNnITANETINELEN M EUAT
meluinemafondannsadudeniaineusas tyrosine kinase l#ankas Tmmm@nqm%fmﬂu@ﬂ

sumaguidauinldlfifiaannstudaueulailngnss uazifndwannzin A771726 auinmudindugs

AdANENdunalulunnsgusa DHODH

UFLANBENINNI9ARUN

1. lspdadniausunnass

RINNNIANEILLLAILAN 3 NNsANENeglss@nsninaesenazsanlunisinwlspdedniaugunnansd
v
WLA1AINITNANBINTUATEINTUARIUAS ELEIN9TINa8T891ATaE0 AnaesluaunisAneuans i

= s a Ao gy o A a = < oo LA
L‘Wuﬂﬁ‘gﬂwﬁﬂf]W?]@\‘1E]q@gﬁ‘qqqmmqlﬂﬁqumq\?ﬂqﬂﬂqwﬂmu AINNITANINNUN ﬂmiﬁﬂ’]@gﬁﬁ"mq@ﬂqﬂlﬂﬂq
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wudniihelisusannglulusnauinenEusiu 100 Un. sdedu Wunan 3 Ju nasantiususosauagn

20 HAANTNADIL

Us301

NN US301 unnafnuuupauaulaeifeuiiauivevasn fuszezioan 2 U Tnagusineting
fitlae 482 pu fit&aiannnseeslsadiesniaugumesdunetinelion 6 wau Waanngiulus 20 un/du
(n=182), methotrexate 7.5 an./ALlnsf uazifisduilu 15 un/danf (n=182) visetvaen (n=118) loe
ﬁjﬂqaﬁwmi’ﬁ%ﬂﬂ/\lmm@m 1 1. Suaz 2 A TnefinsAnmziduiug 52 dlanviuddaarilagians
Fnenauiia 104 duaT Tnesanifite 235 Au luidaefifunisfneuunds 508 A (482 Auannieya

nsdiasziiusiuuasdgUasiadinnngn 26 aw) AawnsnasatlunisAnsuuulntaaiinnisinm

(double-blind) FiaLHeIaUa 12 haunasd (98 AulfiFuaanngiulug, 101 au l#5uen methotrexate

'
al a [ o

uaz 36 AuliTuavaan) taliieanvgluludseniaun 20 faaniuseduuazauinen methotrexate
v

Vianum 190 AU (83 AulFFuEanngly

aNanLin lFauivaunAngegn 20 Haaninsedland JEis

o

1316, 80 AL 1HFUEN methotrexate waz 27 AulAFueuraan) 1H5un1sFNEILLL double-blind auAsy 2 1

MN301/303/305

nadne MN301 hunsfneniiflemaendungueauny dusasiiefiag 358 au fifndaiainisasise
fadniaugnimnans Inelenanngiulug 20 un 4 (n=133), dangandu 2 nF/du (n=133) vzeen
yaan (n=92) Nszazanlunisine 24 dUany n3@nEn MN303 AnmsaainnisAne MN301 6 LAl
Tnesinevaeneanld uad iFifunauBauiiauszninsenanvglulufuazedargiarduiiioa 12
ieu lunsfini MN301 uaz MN303 fifilas 168 au filEFuNMsFNEATL 12 e Msfnmn MN30S ¥
Tugiilae 146 Ay (87%) Iaadnwsiaan 1 1 Tnaflunisdnmuuusnauasnesnliuaziiluuuy double-
blind (60 AwlEFuaaNgTulus, 60 AulsFuendarnaandu uay 26 AuliFuauasn/danmani)
frlaeas lFuanaing lulniedarmandustnasaiies lusneendesiuiienauaunisiinm
MN301/303 Tnannsiineniisiiitan 121 au (53 aulisuenarnglilus, 47 auldfuandaragandu ua

21 auldsusuaan/danaiandu) FHsun1s5ne LUy double-blind auAsy 2 1

MN302/304

n1afne MN302 dusasineditie 999 au firndsiiaanisaslsadiesniauguimens taalfienanvighy
I3/ 20 1N./3% (n=501) %38 methotrexate 7.5 1n./dLlA19F Lasinduilu 15 un/AUan (n=498) wazdl
fitloes 10% RLEFLTWaNIEE lunsdnmilatilas 736 AufildFunsinmauasszaziann 52 dilans

nsAnEN MN304 Anwnstean 1 T flunisfnsuuy double-blindluwgtlag 612 Aw (83%) (292 Auléiy
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aangiulug waz 320 Aulézuen Methotrexate) gilaelafusianglulusiise methotrexate slaiiins

Tuaeemeefuiuneunauganiadne MN302 JEtlae 533 pu (256 Aulafuananglulug uaz 277
1

AulEFUeN methotrexate) tH5UNN95N® UL double-blind aATy 2 T

a) 2IN13uaraInlsuanstaslsadiadniaugInes

N19UITNIBINTTRATEINTLARINsziiulngld American College of Rheumatology (ACR) 20

Responder Index T44AAINEATINLE48IN1INNARHEN naanTiesdiFng uazdnnieimiinnlulsaie

aniauguneamiaailaafineuauey (ACR 20 Responder) Aagilaafdainisiduuaznisuanndeniu
20% Aulyl uazfeadunosd 3 1w 5 intwaiae nasdsziliunnsnlaaunnd (a physician global
assessment), NsdsziiunIngninggtlat (a patient global assessment) , N199AAINNAINITD LWNI9YI
¥l (Modified Health Assessment Questionnaire (MAHQ)), 3aszatirasanlannsants (visual
analog pain scale) LAZERTINITANAZNAULDN erythrocyte 1178 C-reactive protein ACR 20 Responder at
LA A = P Ao o

end point Aagilaenag lunisAneauauuazgnnistlszidiuinilu ACR 20 Responder N4uaugn

=1
NN9ANTEN
219¥INNAINIINANDINTUATENTUAN TN TsATiadNIaLgNRR A LARNd e MaBNaL e T A ATYN I
anAlAEAAINNITATIZILITANEN WL TN RUAT ACR 20 Responder at end point KANIABLIANEN
qaAugn TuN19ANET US301 (M 12 thauusn) way MN301 (M 6 thau) §r91 ACR 20 Responder at end
point Areienaz31 il luniaieafuianisAneN 6 e 12 1heaw (41-49%) luldAnuwnnmAeiy
sndnansdnensasaangluluduas methotrexate visaszuinseiangluludivandavgaiu

192 ANBNINANINEURIENDLINTILEA T 1 LAY LarAIN 1 3-6 1HDU LALAAAAARATLLINANT 19

N195N1N

N19ANLISSANENINNITFN 7
1un13@n1 US301, MN305 waz MN304 NlssIzina1189n195ne1 e 2 11 wiqn m3in1masdued (ACR
Responder) 1 12 iaauasiliauiien 2 T Tugilaenauianuanlfiunisinunsetesuiln 2 Tnausias

doutlsznauluinuein1sfindu ACR Responder NATuHanaLiLqafsu fiasag luszudieanisine

Fneieinazs1an 1N 2 919 3 nnsAnE

v
b) n1stiuganimmianaingagsng

dszidunisdiudanismnanslassadwuBaumsuniunguasuay Taeld Sharp Score Fulupzuuusannig
AANTAUINNNIN X-ray (X-ray erosions) uaziundneludamenuaLas (joint space narrowing) 18458,

fadlauazuaaiiin wudnenazsnnanisadudenisaniiuliaeslsalaagain Sharp Score lamndnevaan
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atHdATYN9ada Tinumnuuansszudweannglulusuas methotrexate Wsaszudeean

o

Walulufuazdanraandu

1 ¥

o A PR P
c) URUIMNNWAUATNNATL
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