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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)
b

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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4.8 Undesirable effects

Table 2. Adverse reactions reported in FLAURA and AURA studies?

CIOMS descriptor/ Frequency of
MedDRA SOC MedDRA term overall frequency (allCTCAE CTCAE grade 3 or
grades) b higher
Respiratory, thoracic Interstitial lung
and mediastinal disorders disease° Common (3.9%)° 1.5%
Diarrhoea Very common (49%) 1.2%
Gastrointestinal disorders
Stomatitis Very common (20%) 0.2%
Eye disorders Keratitis® Uncommon (0.7%) 0.1%
Rashf Very common (47%) 0.9%
Dry sking Very common (33%) 0.1%
Paronychiah Very common (31%) 0.3%
Skin and Pruritus’ Very common (17%) 0.1%
subcutaneous tissue Erythema
disorders multiformei Uncommon (0.35%) 0%
Stevens-
Johnson
syndromek Rare (0.02%)
Cutaneous
Vasculitis' Uncommon (0.26%)

5.1 Pharmacodynamic properties

Clinical efficacy and safety

Efficacy results from FLAURA by investigator assessment are summarised in Table 3, and the Kaplan-
Meier curve for PFS is shown in Figure 1. Atthe-fime-ofthe-nterim. -the final analysis of overall survival
(05, 5825% maturity), demonstrated a statistically significant improvement with an HR of 0.79963

(95.05% CI: 0.64145, 0.

sigaifieares 997) and a clinically meaningful longer median survival time in patients randomized to

TAGRISSO compared to EGFR. TKI comparator {Table 3 and Figure 2).. A greater proportion of patients

treated with TAGRISSO were alive at 12-menthsand, 18, 24 and 36 months (89%, 81%, 74% and
5483%, respectively) compared to patients treated with EGFR TKI comparator (83%-and %, 71%, 53%
and 44% respectively). Analysis of post-progression end—points demonstrated that the PFS benefit was

preserved through subsequent lines of therapy.




Table 3. Efficacy results from FLAURA by invesfigator assessment

EGFR TKl comparator
TAGRISSO
Efficacy Parameter (gefitinib or erlotinik)
(N=279)

(N=27T)
Progression-Free Survival
MNumber of Events (62% maturity) 135 (49) 206 (74)
Median, Months (95% CI) 18.9{16.2,21.4) 10.2 (9.6, 11.1)

HR (95% CI) ; P-value

0.45 (037, 0.57); P < 0.0001

Owerall Survival

Mumber of deaths, (5825% maturity) 8821 3244
155 (58] 166 (607
Median OS5 in months (95% CI) pc 38.6 (345, T
418 31.8 (26.6, 36.0)

HR (95.05% CI); P-values

0.63799 (0.45641, 0.82997); P=0.0068
(NSI0462 t

Figure 2. Kaplan-Meier Curves of Overall Survival in FLAURA
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P-value 0.0462

The walues at the base of the figure indicate number of subjects at risk.




Pre-treated T790M positive NSCLC patients-AURA3

Table 5. Efficacy resulis from AURAS by investigator assessment

Chemotherapy
TAGRISSO (Pemeitrexed/Cisplatin or
Efficacy Parameter
(N=279) Pemetrexed/Carboplatin)
(N=140)
Progression-Free Survival
Mumber of Events (% maturity) 140 (50) 110 (79)
Median, Months (35% CI) 10.1 (8.3, 12.3) 4.4 (4.2 58)
HR (95% CI); P-value 0.30 {0.23,0.41); P-valee <0.001
Overall Survival' (O5)
e o 402554
Mumber of Deaths (% maturity) : ! ) :
188 (67.4) 93 (66.4)
NG 20268 MG 225020 6. MG 2.
Median OS5, Months (95% CI) -
{23.5, MG 31.5) 28.8)

HR {95.66% CI); P-value 07287 (0.4867, 1.6013); Pvalue = 0429277
Objective Response Rate?

197

44
Mumber of responses, Response Rate (95% CI) T1% (55,
31% (24, 40)

TE)
Cdds ratio (95% Cl); P-value 5.4 (3.5, 8.5); Paalue <0.001
Duration of Response (DoR)
Median, Months (95% CI) 9.7 (8.3, 11.68) 4.1(3.0, 5.8)
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