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Substance: 
osimertinib mesylate 
 
Brand Name: 
Tagrisso® 
 
Originator/licensee: 
AstraZeneca AB 
 
Classification: NI 
 
ATC code:L01XE35 [1]. 
 
Orphan Status: 
Eu:No 
Us:Yes 
 
Mechanism of action: 
osimertinib is a TKI, 
which is an 
irreversible inhibitor 
of EGFRs harboring 
sensitising-mutations 
(EGFRm) and TKI-
resistance mutation 
T790M [1]. 

Authorized Indication: 
EMA: osimertinib as monotherapy is 
indicated for the adjuvant treatment after 
complete tumour resection in adult pts 
with stage IB-IIIA NSCLC whose tumours 
have EGFR exon 19 deletions or exon 21 
(L858R) substitution mutations [2]. 
 
FDA: osimertinib is a TKI indicated for 
adjuvant therapy after tumor resection in 
adult patients with NSCLC whose tumors 
have EGFR exon 19 deletions or exon 21 
L858R mutations [3]. 
 
Route of administration: OS 
 
Licensing status 
EU CHMP P.O. date: 22/04/2021 
FDA M.A. date: 18/12/2020 
 
EU Speed Approval Pathway:Yes 

FDA Speed Approval Pathway:Yes 

----- 

ABBREVIATIONS: 

AEs: Adverse Events 

CHMP: Committee for Medicinal 
Products for Human Use 
CI: Confidence interval 
DFS: Disease-Free Survival 
EGFR: Epidermal Growth Factor Receptor 
HR: Hazard Ratio 
M.A.: Marketing Authorization 
NSCLC: Non-Small Cell Lung Cancer 
OS: Oral Administration 
P.O.: Positive Opinion 
pts: patients 
SAEs: Serious Adverse Events 
SoC: Standard of Care 
TKI: Tyrosine Kinase Inhibitor 
vs. versus 

Summary of clinical EFFICACY: 
ADAURA (NCT02511106):is a double-blind, phase III, placebo-controlled, randomized, international trial. Pts 
(n=682) were stratified according to disease stage, EGFR mutational status and race and were randomly 
assigned in a 1:1 ratio to receive either 80 mg, once daily oral osimertinib (n= 339) or placebo (n=343) for three 
years or until disease recurrence or fulfillment of a criterion for discontinuation. 
The primary endpoint was DFS, defined as the time from randomization to disease recurrence or death from 
any cause, among pts with stage II to IIIA disease (n= 470). 
The percentage of pts who were alive and disease free at 24 months was 90% (95% CI, 84 to 93) in the 
osimertinib group vs.44% (95% CI, 37 to 51)in the placebo group. Overall HR for disease recurrence or death 
was 0.17 (99.06% CI, 0.11 to 0.26; p<0.001), which means an 83% reduction in the risk of disease recurrence 
with osimertinib than with placebo [4 – 5]. 
 
Summary of clinical SAFETY: 
AEs were reported in 98% of pts treated with osimertinib and 89% with placebo. The most common causally-
related AEs were diarrhea (39% in the osimertinib group vs. 14% in the placebo group), paronychia (23% in the 
osimertinib arm vs. 1% in the placebo arm), dry skin (20% in the osimertinib group vs.  5% in the placebo group), 
pruritus (17% in the osimertinib group vs. 7% in the placebo group). AEs of grade three or higher were reported 
in 20% of pts in the osimertinib arm vs. 13% in the placebo arm. SAEs were reported in 16% of pts in the 
osimertinib arm vs. 13% in the placebo arm [4 – 5]. 
 
Ongoing studies: 
● For the same indication:Yes 

● For other indications:Yes 

[Phase III, but if it is an O/OE drug, also Phase II] 
 
Discontinued studies (for the same indication):Yes 
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Cost of therapy: 
The Italian price for osimertinib (80 mg, 28 tablets) is 
9,100.75* €.  
The cost for one-month therapy with osimertinib is 
9,750.90 € [6]. 
*Retail price including VAT. 
 
Epidemiology: 
During 2020, about 41,000 new cases of lung cancer 
were estimated in Italy (27.550 in men and  13.300 
in women); it is the second most frequent cancer in 
men (14%), and the third in women (7%) [7].NSCLC 
accounts for 80%-90% of lung cancers [8]. 
----- 
POSSIBLE PLACE IN THERAPY 
The main treatment options for stage I, II and III 
NSCLC are surgery, chemotherapy and radiotherapy 
[9].Despite surgery, approximately 40% of the pts 
with early-stage NSCLC experience recurrence within 
the first year. Cisplatin-based adjuvant 
chemotherapy is considered the SoC in pts with 
stage II or IIIA (and in some pts with stage IB) 
resected NSCLC. 
In pts with radically operated stage II-IIIA EGFR-
mutated NSCLC, treatment with EGFR inhibitors (e.g. 
erlotinib, gefitinib, osimertinib) should not be 
considered as adjuvant therapy outside clinical trials 
[10 - 11]. 
 
OTHER INDICATIONS IN DEVELOPMENT: Yes (brain 
metastases, cervical cancer, bladder cancer) [12]. 
 
SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: - 
 
OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION: Yes (Furmonertinib, Erlotinib 
Hydrochloride) [13]. 
[if it is..] 
 
*Service reorganization Y/N: No 
*Possible off label use Y/N: Yes 
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