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Abstract

This is a summary of the original article “Overall survival with osimertinib in resected EGFR-mutated NSCLC.” Osimerti-
nib blocks the activity of the epidermal growth factor receptor (EGFR) on cancer cells, causing cancer cell death and tumor
shrinkage, and is an effective treatment for EGFR-mutated non-small cell lung cancer (NSCLC). The ADAURA study
assessed the effects of osimertinib versus placebo in patients with EGFR-mutated (exon 19 deletion or L§58R) early stage
(IB-IITA) NSCLC removed by surgery (resected). Previous results from ADAURA demonstrated that patients treated with
osimertinib stayed alive and cancer-free (disease-free survival) significantly longer than patients who received placebo.
Recent data showed the overall length of time patients were alive after starting treatment (overall survival). In both the pri-
mary stage II-IIIA and overall stage IB-IIIA populations, patients in the osimertinib group had a significant 51% reduction
in the risk of death compared with the placebo group. The data demonstrated that osimertinib after surgery significantly
improved overall survival in patients with resected, EGFR-mutated, stage IB-IIIA NSCLC.

1 Summa ry of Research We present the results from the ADAURA trial on the over-
all length of time patients were alive after starting treatment

This is a summary of the original article: “Overall survival ~ (Fig. 1).

with osimertinib in resected EGFR-mutated NSCLC” [1].
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Why was this research done?

» Before the ADAURA study, for patients with early-stage non-small cell lung cancer (NSCLC),
the recommended treatment was surgical resection, followed by chemotherapy for patients
with stage II-IlIA and select stage IB disease. Despite having surgery with curative intent, the risk of the
cancer recurring or of death remained high. Disease spreading to the brain is of particular concern and
important to control.

* Epidermal growth factor receptor (EGFR) mutations are found in about 10-50% of patients with NSCLC.

* Osimertinib is a drug that can block the mutated form of EGFR protein on cancer cells, causing cancer
cell death and tumor shrinkage.

e Osimertinib is known to be an effective treatment for patients with advanced NSCLC who have a
mutation in the EGFR gene (EGFR-mutated). Based on this, and to improve outcomes in patients with
early-stage resected EGFRm NSCLC using a personalized approach, osimertinib (and optional
chemotherapy) was tested after surgery in the ADAURA study.

* Previous results from ADAURA demonstrated that patients who received osimertinib after surgery
stayed alive and cancer-free longer than patients who received placebo. This summary describes
recent results from ADAURA of the overall length of time patients were alive after starting treatment.

How was this research done?

Eligible patients:

O 0 0 6 ©

Adults Early-stage EGFR mutation Had surgery to Able to carry out full or

NSCLC* remove tumor light activity
18+ years (20+ years Exon 19 deletion (plus optional WHO Performance
in Japan and Taiwan) IBY, Il or HIA (Ex19del) or L858R chemotherapy) Status O or 1
*Classified according to the 7t edition of the American Joint Committee on Cancer (AJCC) Cancer Staging Manual.
Patients with stage IB disease were not included in Japan.

In ADAURA, all eligible patients received standard treatment with surgery to remove the entire tumor,
and chemotherapy if chosen, before being randomly assigned to one of two treatment groups.

A Primary aim:

A A 339 Osimertinib, 80 mg Length of time patients

; orally once daily, were alive and cancer-free
682 eligible  JET} 1 patients e
patients ——I
|
|
|
|
|

after starting treatment
(disease-free survival) o

Patients were randomly
assigned to receive
either treatment.

Secondary aim:

Overall length of time
patients were alive after
starting treatment
(overall survival)

Placebo, orally
patients once daily, 3 years

Neither patient nor
researcher knew which
treatment was given

Fig. 1
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What were the findings?

* For data collected up to January 27, 2023: In patients with stage IB—I1I1A NSCLC,
the probability of being alive at 5 years:

* Overall survival was tested for two populations of
patients; first for stage II-IlIA disease (the primary ’
population). If a significant difference was found between
osimertinib and placebo groups, then overall survival was 88%
tested for the stage IB—IIIA overall population.

* Patients receiving osimertinib in both the stage II-IlI1A
population and stage IB—IlIA population had a significant
compared with Osimertinib group Placebo group
patients receiving placebo.
* Osimertinib improved overall survival across all patient subgroups; while some differences in overall
survival were seen between some subgroups, e.g. Ex19del or L858R, and Asian or non-Asian, no
firm conclusions can be made due to the exploratory nature of the subgroup analyses:

@ 06 © O @ 6 0O

Smoking history Race NSCLC stage EGFR mutation Post-surgical
Male or Under 65 or Yes or Asian or Stage IB, Il or Ex19del or  chemotherapy
female 65+ years no non-Asian 1A L858R Yes or no

* Subsequent anticancer treatment was received by (76/339) in the
and (184/343) in the

* EGFR-TKIs (tyrosine kinase inhibitors; osimertinib and similar drugs) were the most common
subsequent anticancer treatment:

Any EGFR-TKI |76% Any EGFR-TKI |88%
Osimertinib  |41% Osimertinib  [43%
Radiotherapy |39% Radiotherapy |29%
Chemotherapy |26% Chemotherapy |25%
Other |16% Other |16%

0 20 40 60 80 100 0 20 40 60 80
*Percentages calculated from the number of patients who had subsequent treatment.

* Overall, safety data remained consistent with earlier reports from ADAURA with no new safety
concerns reported. Results from data collected up to April 11, 2022, showed the most common side
effects reported after extended osimertinib treatment of up to 3 years were diarrhea (47%),
nail infection (27%) and dry skin (25%).

What did the authors conclude?

* In ADAURA, osimertinib after surgery significantly improved overall survival in patients with
resected stage IlI-IlIA EGFR-mutated NSCLC as well as those with IB-IIIA disease.

Original publication: Tsuboi et al. New England Journal of Medicine, DOI: 10.1056/NEJM0a2304594 [2023]
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