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Each hard capsule contains: 50 mg of THALIDOMIDE
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Multiple myeloma :

1. For the treatment of multiple myeloma after failure of standars therapies.

2. Thalidomide Celgene 50 mg hard capsules in combination with dexamethasone is indicated
for the treatment of patients with newly diagnosed multiple myeloma.

3. Thalidomide Celgene in combination with melphalan and prednisone is indicated for the
treatment of patients with untreated multiple myeloma > or = 65 years or ineligible for high dose
chemotherapy.

Erythema Nodosum Leprosum:

4. For the acute treatment of the cutaneous manifestations of moderate to severe erythema
nodosum leprosum (ENL). Thalidomide is not indicated as monotherapy for such ENL treatment
in the presence of moderate to severe neuritis. It is also indicated as maintenance therapy for
prevention and suppression of the cutaneous manifestations of ENL recurrence.
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vii) CONTRAINDICATIONS
— patients below 12 years of age,

viii) PRECAUTIONS

2. Use 'i'n”bregnancy (Risk Category X)

Criteria for wemen-a female of non-childbearing potential |

A female patient, or a female partner of a male patient, is considered to have childbearing potential unless
she meets at least one of the following criteria:

«—Naturally amenorrhoeic* for at least 24 consecutive months |
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e Previous bilateral salpingo-oophorectomy, or hysterectomy
e Child/adolescent who has not received her first period

o ol ; | " loai

e Any other case determined by the attending physician ~———Previous-bHateral-salpinge-
cobhorestory e hysieraetonmy

*Amenorrhoea following cancer therapy does not rule out childbearing potential.

The following requirements concerning pregnancy testing and - contraception and, for male-all patients,
condomuse; must be followed:

Pregnancy testing:

Medically supervised pregnancy tests with a minimum sensitivity of 25 mlU/mL must be performed for
women of childbearing potential as outlined below. This requirement includes women of childbearing
potential who practice absolute and continuous abstinence. Ideally, pregnancy testing, issuing a
prescription and dispensing should occur on the same day. For women of childbearing potential,
dispensing of thalidomide should occur within a maximum of 7 days from the date of the pregnancy test.

8. Drowsiness, somnolence and sedation
Thalidomide frequently causes drowsiness, somnolence and sedation. Patients should be instructed to
avoid situations where drowsiness may be a problem and not to take other medications that may cause
drowsiness without adequate medical advice. Dose reduction may be required. Thalidomide may
potentiate the drowsiness caused by alcohol. As with any sedative medication, the potential for impaired
consciousness may increase the risk for aspiration of food, vomitus and oral secretions.

9. Peripheral neuropathy

Peripheral neuropathy is a very common, potentially severe, side effect of treatment with thalidomide that
may be irreversible. Peripheral neuropathy generally occurs following chronic use over a period of
months, however, reports following relatively short-term use also exist.

Patients should be advised to report prickling, numbness and paraesthesia. Patients should be questioned
monthly, and clinically evaluated for signs or symptoms of peripheral neuropathy such as numbness,
tingling or pain in the hands and feet. Should symptoms of peripheral neuropathy be observed, SNAP
data should be collected.

If medicine-induced neuropathy is confirmed, discontinuation of thalidomide is necessary to limit further
damage. With use of thalidomide in combination, continue to monitor the patient and when the patient
reaches Grade 1 neuropathy, the treatment may be restarted at a 50% reduction. Medications known to be
associated with neuropathy should be used with caution in patients receiving thalidomide (e.g. zalcitabine,
vincristine and didanosine).

10. Thrombogenicity

Use of thalidomide in patients with malignant neoplastic disease, including multiple myeloma, has been
associated with an increased risk of deep vein thrombosis (DVT) and pulmonary embolus (PE).
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This risk increases significantly when thalidomide is used in combination with standard chemotherapeutic
agents including melphalan, prednisone or dexamethasone. In one controlled trial, the rate of venous
thromboembolic events was 22.5% in patients receiving thalidomide in combination with dexamethasone
compared to 4.9% in patients receiving dexamethasone alone (p = 0.002)-). Thromboprophylaxis (e.g. low
molecular weight heparins or warfarin) should be recommended especially in patients with additional
thrombotic risk factors. Thromboprophylaxis and dosing/anticoagulation therapy measures should be
followed based on a careful assessment of an individual patient’s underlying risk factors.

15. Haematological disorders: Neutropenia or Thrombocytopenia

Patients and physicians are advised to be observant for signs and symptoms of bleeding including
petechiae, epistaxis and gastrointestinal bleeding, especially in case of concomitant medication
susceptible to induce bleeding.

16. Infections
Reactivation of hepatitis B virus (HBV) has been reported in patients receiving thalidomide in

combination with corticosteroids who have previously been infected with HBV. Some of these cases
progressed to acute hepatic failure, and resulted in discontinuation of thalidomide. Caution should be
exercised when thalidomide in combination with corticosteroids is used in patients previously
infected with HBV. These patients should be closely monitored for signs and symptoms of active

HBV infection throughout therapy.

23. Pulmonary hypertension

Cases of pulmonary hypertension, some fatal, have been reported following treatment with
thalidomide.

Patients should be evaluated for signs and symptoms of underlying cardiopulmonary disease prior to

initiating and during thalidomide therapy.

ixX) INTERACTION WITH OTHER MEDICINES

Increase of sedative effects of other medicines:

Thalidomide has been reported to enhance the sedative activity of barbiturates, alcohol, chlorpromazine,
and reserpine. Thalidomide increases the effects of morphine derivatives, benzodiazepines, other
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anxiolytics, hypnotics, sedative antidepressants, neuroleptics, sedative Hi antihistamines, central
antihypertensives and baclofen.

Important non-thalidomide drug interactions - medicines that interfere with hormonal contraceptives:

Concomitant use of glucocorticoids (including dexamethasone and prednisone), HIV-protease inhibitors,
griseofulvin, rifampin, rifabutin, phenytoin, or carbamazepine with hormonal contraceptive agents, may
reduce the effectiveness of the contraception.

X) ADVERSE EFFECTS

Post-marketing Data

Additional adverse events related to post-marketing experience with thalidomide and not seen in either
pivotal and supportive studies include: toxic epidermal necrolysis, hypothyroidism, intestinal obstruction,
tumour lysis syndrome, gastrointestinal perforation, febrile neutropenia, pancytopenia, myocardial
infarction, menstrual disorders including amenorrhea, allergic reactions (hypersensitivity,
angioedemal/urticaria), convulsions, severe infections (e.g. fatal sepsis including septic shock), sexual
dysfunction, gastrointestinal haemorrhage, hepatic disorders (mainly abnormal liver function tests),
pulmonary hypertension and viral infections (including herpes zoster and hepatitis B virus reactivation).

Peripheral neuropathy (see section vii). [Precautions]):

Monitoring during thalidomide treatment should include regular SNAP assessments.
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