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TAGRISSO 40 mg tablets
Each tablet contains osimertinib 40mg (equivalent to 47.7mg of osimertinib mesylate)
TAGRISSO 80 mg tablets
Each tablet contains osimertinib 80mg (equivalent to 95.4mg of osimertinib mesylate)
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Tagrisso as monotherapy is indicated for:

- the first-line treatment of adult patients with locally advanced or metastatic non-small cell lung

cancer (NSCLC) with activating epidermal growth factor receptor (EGFR) mutations.

- the treatment of adult patients with locally advanced or metastatic EGFR T790M mutation-positive

NSCLC.
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4.4 Special warnings and precautions for use

Interstitial lung disease (ILD)

Severe, life-threatening or fatal Interstitial Lung Disease (ILD) or ILD-like adverse reactions (e.g.
pneumonitis) have been observed in patients treated with TAGRISSO in clinical studies. Most cases
improved or resolved with interruption of treatment. Patients with a past medical history of ILD, drug-
induced ILD, radiation pneumonitis that required steroid treatment, or any evidence of clinically active ILD
were excluded from clinical studies (see section 4.8).

Interstitial Lung Disease (ILD) or ILD-like adverse reactions (e.g. pneumonitis) were reported in 3.9% and
were fatal in 0.4% of the 1142 patients who received TAGRISSO in FLAURA and AURA studies. The
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incidence of ILD was 10.4% in patients of Japanese ethnicity, 1.8% in patients of Asian ethnicity and 2.8%
in non-Asian patients. (See Section 4.8).

Careful assessment of all patients with an acute onset and/or unexplained worsening of pulmonary
symptoms (dyspnoea, cough, fever) should be performed to exclude ILD. Treatment with this medicinal
product should be interrupted pending investigation of these symptoms. If ILD is diagnosed, TAGRISSO
should be permanently discontinued and appropriate treatment initiated as necessary. Reintroduction of
TAGRISSO should be considered only after careful consideration of the individual patient’s benefits and

risk.

Stevens-Johnson syndrome

Case reports of Stevens-Johnson syndrome (SJS) have been reported rarely in association with
TAGRISSO treatment. Before initiating treatment, patients should be advised of signs and symptoms of
SJS. If signs and symptoms suggestive of SJS appear, TAGRISSO should be interrupted or discontinued

immediately.

Changes in cardiac contractility

Across clinical trials, Left Ventricular Ejection Fraction (LVEF) decreases greater than or equal to 10% and
a drop to less than 50% occurred in 3.9% (35/908) of patients treated with TAGRISSO who had baseline

and at least one follow-up LVEF assessment. Based-en-the-availableclinical-trial-data;-it-isnot pessible-te
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patients with cardiac risk factors and those with conditions that can affect LVEF, cardiac monitoring,
including an assessment of LVEF at baseline and during treatment, should be considered. In patients who
develop relevant cardiac signs/symptoms during treatment, cardiac monitoring including LVEF assessment

should be considered.

4.8 Undesirable effects
Table 2. Adverse drug reactions reported in FLAURA and AURA studies?®

CIOMS descriptor/ Frequency of
MedDRA SOC MedDRA term overall frequency (allCTCAE CTCAE grade 3 or
grades) ® higher
Respiratory, thoracic Interstitial lung
and mediastinal disorders diseasec Common (3.9%)° 1.5%
Gastrointestinal disorders Dlarrhoea Very common {49%) 1.2%
Stomatitis Very common (20%) 0.2%
Eye disorders Keratitise Uncommon (0.7 %) 0.1%
Rashf Very common (47 %) 0.9%
Dry sking Very common (33%) 0.1%
Skin and Paronychiah Very common (31%) 0.3%
subcutaneous tissue Pruritus Very common (17%) 0.1%
disorders Stevens-
Johnson
syndromei Rare (0.02%)




igati QTc interval
Investigations Uncommon (0.9%)
prolongationk
(findings based on
Platelet count
test results presented Very common (54%) 1.6%
decreased!
as CTCAE grade
shifts)
Leucocytes 1.5%
decreased' Very common (68%)
Lymphocytes 7.2%
decreased' Very common (67 %)
Neutrophils 4.1%
decreased' Very common (35%)

aData is cumulative from FLAURA and AURA (AURA3, AURAex, AURA 2 and AURA1) studies; only events
for patients receiving at least one dose of TAGRISSO as their randomised treatment are summarized.
®National Cancer Institute Common Terminology Criteria for Adverse Events, version 4.0.

cIncludes cases reported within the clustered terms: Interstitial lung disease and pneumonitis.

d5 CTCAE grade 5 events (fatal) were reported.

eIncludes cases reported within the clustered terms: Keratitis, punctate keratitis, corneal erosion, corneal
epithelium defect.

Fincludes cases reported within the clustered terms for rash AEs: Rash, rash generalised, rash
erythematous, rash macular, rash maculo-papular, rash papular, rash pustular, rash pruritic, rash vesicular,
rash follicular, erythema, folliculitis, acne, dermatitis, dermatitis acneiform, drug eruption, skin erosion.
9lncludes cases reported within the clustered terms: Dry skin, skin fissures, xerosis, eczema, xeroderma.
hincludes cases reported within the clustered terms: Nail bed disorder, nail bed inflammation, nail bed
infection, nail discoloration, nail pigmentation, nail disorder, nail toxicity, nail dystrophy, nail infection, nail
ridging, onychoclasis, onycholysis, onychomadesis, onychomalacia, paronychia.

iIncludes cases reported within the clustered terms: pruritus, pruritus generalised, eyelid pruritus.

jOne event was reported in a post-marketing study, and the frequency has been derived from the FLAURA
and AURA studies and the post-marketing study (N=4720).

kRepresents the incidence of patients who had a QTcF prolongation >500msec.

Represents the incidence of laboratory findings, not of reported adverse events.

Safety findings in the single-arm Phase 2 AURAex and AURAZ2 studies were generally consistent with those
observed in the AURA3 TAGRISSO arm. No additional or unexpected toxicity has been observed and

adverse events have been aligned in type, severity and frequency.
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