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Gilenya is indicated for the treatment of patients with relapsing forms of multiple sclerosis (MS) to reduce the
frequency of clinical exacerbations and to delay the accumulation of physical disability.
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7. Warnings and Precautions
7.3 Progressive Multifocal Leukoencephalopathy

Longer treatment duration increases the risk of PML in GILENY A-treated patients; the majority of cases have

occurred in patlents treated w1th GILENYA for at least_18 months. 2-years—Fherelationship-between-therisk-of PME

7.4 Macular Edema

S1P receptor modulators, including GILENYA, have been associated with an increased risk of macular edema. Obtain
a baseline evaluation of the fundus, including the macula, near the start of treatment with GILENYA. Perform an
examination of the fundus, including the macula, 3 to 4 months after starting treatment, periodically while on therapy
and any time there is a change in vision.

Continuation of GILENYA in patients who develop macular edema has not been evaluated. Macular edema over an
extended period of time (i.e., 6 months) can lead to permanent visual loss.
A-decision-on-whether-ornot-to-discontinte- GIEENYA-therapy Consider discontinuing GILENYA if macular edema
develops: this decision should include an assessment of the potential benefits and risks for the individual patient. The
risk of recurrence after rechallenge has not been evaluated.

Macular Edema in Patients with History of Uveitis or Diabetes Mellitus

Patients with a history of uve1t1s and patlents with dlabetes melhtus are at 1ncreased r1sk of macular edema durlng
GILENYA therapy. The : M A edn e h-s-h aveitis: In the
combined clinical trial experience in adult patlents w1th all doses of flngohmod the rate of macular edema was
approximately-20% higher in MS patients with a history of uveitis versus-0:-6%-in compared to those without a history
of uveitis (approximately 20% versus 0.6%, respectively).

GILENYA has not been tested in MS patlents with diabetes melhtus Lﬂ—aéé&eiﬁeﬂaeaemmﬂa&e&ef—%h%ﬁmdﬂs—

7.12 Malignancies
Cutaneous Malignancies
The risk of cutaneous malignancies (including basal cell carcinoma (BCC), squamous cell carcinoma (SCC) and

melanoma) is increased in patients treated with S1P receptor modulators GH-ENYA. Use of GILENYA has been
associated with an increased risk of BCC and melanoma.
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In two-year placebo-controlled trials in adult patients, the incidence of BCC was 2% in patients on GILENYA 0.5 mg
and 1% in patients on placebo [see Adverse Reactions (68.1)]. Melanoma, basal cell carcinoma, squamous cell
carcinoma, Kaposi’s sarcoma [see Warnings and Precautions (7.2)], and Merkel cell carcinoma have been reported
with GILENYA in the post-marketing setting.

Periodicskinexaminationisrecommended Skin examinations are recommended prior to or shortly after the start of
treatment and periodically thereafter for all patients, particularly those with risk factors for skin cancer. Providers and
patients are advised to monitor for suspicious skin lesions. If a suspicious skin lesion is observed, it should be
promptly evaluated. As usual for patients with increased risk for skin cancer, exposure to sunlight and ultraviolet light
should be limited by wearing protective clothing and using a sunscreen with a high protection factor. Concomitant
phototherapy with UV-B radiation or PUVA photochemotherapy is not recommended in patients taking GILENYA.

8. Adverse reactions

8.2 Post-marketing Experience

Neoplasms, benign, malignant, and unspecified (including cysts and polyps): melanoma, Merkel cell carcinoma, and
cutaneous T-cell lymphoma (including mycosis fungoides), Kaposi’s sarcoma, squamous cell carcinoma [see
Warnings and Precautions (7.12)]
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