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ABSTRACT

The introduction of tyrosine kinase inhibitors
(TKI) for the treatment of metastatic non-small
cell lung cancer (NSCLC) harbouring sensitizing
epidermal growth factor receptor (EGFR) gene
mutations revolutionized the diagnostic and
treatment algorithm of this subset of patients
almost two decades ago. Since then, a number
of trials have evaluated the role of TKI therapy
in early-stage disease, with encouraging disease-
free survival (DFS) results but lack of a survival
advantage. ADAURA, a phase III trial evaluating
3 years of adjuvant osimertinib versus placebo
in patients harbouring EGFR mutations with

completely resected stage IB–IIIA NSCLC,
recently reported a profound DFS benefit (haz-
ard ratio 0.21), favourable quality of life and
reduction in the risk of brain metastases. These
results led to osimertinib’s fast track approval by
the US Food and Drug Administration, with this
drug thus becoming the first EGFR-TKI
approved for the treatment of early-stage dis-
ease. However, the key endpoint of overall sur-
vival remains immature and questions around
indication (i.e. stage, need for adjuvant
chemotherapy), optimal treatment duration,
biomarkers of response and cost-effectiveness
remain to be answered. In this article, we criti-
cally appraise the findings of ADAURA and
discuss future challenges.
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Key Summary Points

Osimertinib is the first epidermal growth
factor receptor-tyrosine kinase inhibitor
(EGFR-TKI) approved by the US Food and
Drug Administration for the treatment of
completely resected stage IB-IIIA EGFR-
mutant non-small cell lung cancer, with
the fast-track approval based on the
results of the ADAURA trial which showed
an unprecedented disease-free survival
benefit.

However, survival data is largely
immature. With prior evidence suggesting
that adjuvant EGFR-TKIs prolong disease-
free survival (DFS) but not survival, the
question is whether we can now rely on
DFS to adopt adjuvant osimertinib in the
clinic.

Findings from ADAURA also allow
reflection on other relevant topics of this
field, such as optimal treatment
indication and sequence, biomarkers for
response, patterns of relapse, quality of
life and cost-effectiveness.

INTRODUCTION

One third of patients with non-small cell lung
cancer (NSCLC) present with resectable disease
[1]. However, despite surgical intervention,
prognosis remains poor, with 66% of patients
with stage IB and 36% with IIIA disease alive at
5 years [2]. (Neo)adjuvant chemotherapy is
recommended in stage II–III NSCLC but only
produces an absolute benefit of 5% in 5-year
disease-free survival (DFS) and overall survival
(OS) [3]. Over the last decade, the treatment of
metastatic NSCLC has drastically improved,
largely due to the adoption of targeted therapies
for mutation-driven lung cancer and immune-
checkpoint inhibitors [4]. These successful
advances have only recently started to permeate
clinical practice in the adjuvant setting [5]

where cisplatin—vinorelbine chemotherapy
had remained the only treatment for decades.
This paradigm has been challenged by the US
Food and Drug Administration (FDA) approval
of adjuvant osimertinib for patients with com-
pletely resected NSCLC harbouring epidermal
growth factor receptor (EGFR) gene mutations,
based on the preliminary results of the ADAURA
trial [6, 7]. In 2021, the European Medicines
Agency (EMA [EU]) and the Medicines and
Healthcare products Regulatory Agency (MHRA
[UK]) also adopted a positive opinion and
expanded osimertinib marketing authorization
to the adjuvant setting [8, 9].

To understand the context and relevance of
this approval it is necessary to look back at
recent treatment developments in metastatic
and adjuvant EGFR-mutant (EGFRmt) NSCLC.
Several first- and second-generation EGFR tyr-
osine kinase inhibitors (EGFR-TKIs) (erlotinib,
gefitinib, afatinib) have been shown to be
superior to platinum-based chemotherapy in
metastatic EGFRmt NSCLC which, in turn,
spurred clinical trials to evaluate their role in
the adjuvant setting [10–13]. In the RADIANT
trial [10], the subgroup of EGFRmt patients with
completely resected stage IB-IIIA NSCLC and
randomized to erlotinib for 2 years after adju-
vant chemotherapy (A-ChT) derived a DFS
benefit (hazard ratio [HR] 0.61, 95% confidence
interval [CI] 0.38–0.98; P = 0.039). SELECT [11],
a single-arm trial in the same setting showed a
2-year DFS of 88% for erlotinib, which is supe-
rior to historical series with A-ChT. The
CTONG-1104/ADJUVANT [12] trial randomized
patients with EGFRmt NSCLC stage II–IIIA
(N1–N2 disease) to receive gefitinib for 2 years
versus cisplatin/vinorelbine and met its primary
endpoint of a 3-year DFS benefit in favour of
gefitinib (HR 0.56, 95%CI 0.4–0.79; P = 0.001),
but longer follow-up failed to show a difference
in OS (HR 0.92, 95%CI 062–1.37; P = 0.686)
[14]. The EVAN trial [13] had a similar design,
only with erlotinib as EGFR-TKI of choice, and
only included patients with stage IIIA NSCLC
(76% with N2 disease); the 2-year DFS favoured
erlotinib (81.4% vs. 44.6%; P = 0.0054) and OS
data is awaited. Overall, these trials indicate
that EGFR-TKIs consistently produce DFS bene-
fit but lack survival advantage [15] or, in other
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words, these drugs may delay but they do not
prevent cancer recurrence, which thus far has
precluded their incorporation into routine
clinical practice.

More recently, the availability of osimer-
tinib, a more potent third-generation EGFR-TKI,
based on the results from the FLAURA study,
has remodelled the treatment algorithm of
metastatic EGFRmt NSCLC [16]. This trial
demonstrated the survival advantage of
osimertinib over first-generation EGFR-TKIs (HR
0.79, CI 0.6–0.9; P = 0.046), thus becoming the
first-line treatment of choice in this setting. The
success of osimertinib relies on its design, which
allows for: (1) inhibition of sensitizing EGFR
mutations (point mutations in exon 21 and
deletions in exon 19); (2) the ability to over-
come the main mechanism of resistance to first-
generation EGFR-TKIs (T790M mutation in
exon 20) [17]; and (3) good central nervous
system (CNS) penetration, which is a recognized
site of treatment failure in NSCLC treated with
other EGFR-TKIs.

Not surprisingly, the success of osimertinib
has reactivated the interest in adjuvant EGFR-
TKIs, leading to the ADAURA trial which
recently reported an unprecedented DFS benefit
in patients with completely resected stage IB-
IIIA NSCLC treated with 3 years of adjuvant
osimertinib versus placebo. Despite the OS data
being immature, several regulatory agencies
have expedited approval of osimertinib as the
first adjuvant EGFR-TKI, with mixed responses
from experts in the field [18, 19]. Here we dis-
cuss the design of and results from ADAURA,
the strengths and weaknesses and future chal-
lenges. This article is based on previously con-
ducted studies and does not contain any new
studies with human participants or animals
performed by any of the authors.

ADAURA: DESIGN AND RESULTS

ADAURA is a phase III, double-blind, placebo-
controlled study that randomized (1:1) 682
patients with completely resected non-squa-
mous stage IB-IIIA (as per the American Joint
Committee on Cancer [AJCC] staging system,
7th edition) NSCLC with EGFR exon 19

deletions (del) or L858R mutations (alone or in
combination with other EGFR mutations) to
receive 80 mg of osimertinib or placebo for up
to 3 years. A-ChT was allowed as per investiga-
tor’s decision, and the maximum interval
between surgery and randomization was
26 weeks in patients who received A-ChT and
10 weeks in those who did not receive A-ChT.
Peri-operative radiotherapy was not allowed.
The primary endpoint was to detect a HR = 0.70
DFS difference in patients with stage II-IIIA
disease according to investigator’s assessment.
The secondary endpoints were DFS in overall
population (IB-IIIA), OS, health-related quality
of life (HRQoL) and safety. The planned data
cutoff date for the primary event-based analysis
was February 2022, but an independent data
monitoring committee recommended unblind-
ing the trial early following review of the effi-
cacy data. The following data correspond to the
unplanned interim analysis as of January 2020.
At the time of unblinding, the trial had com-
pleted enrolment and all patients were followed
up for at least 1 year. Notably, the fact that
interim results have been published will not
affect outcome as patients and investigators
remain unblinded to study treatment, thus
protecting the osimertinib arm against bias.

Patients’ baseline characteristics (including
tumour stage) were well balanced between the
two groups. With 33% of data maturity, DFS in
patients with stage II-IIIA disease was not
reached in the osimertinib arm (38.8 months to
not reached [NR]) versus 20.4 months
(16.6–24.5) in the placebo arm (HR 0.17, 95% CI
0.12–0.23; P\0.0001). DFS in stage IB-IIIA
(29% maturity) was not reached with osimer-
tinib (NR-NR) versus 28.1 months (22.1–35.8)
with placebo (HR 0.21, 95% CI 0.16–0.28;
P\ 0.0001). The rate of locoregional-only and
distant recurrence (distant only or with locore-
gional disease) in the overall population also
favoured osimertinib over placebo; 7% and 4%
versus 18% and 28%, respectively. OS data are
immature, with 29 patients dead (9 in the
osimertinib group and 20 in the placebo group).

The benefit with osimertinib was seen con-
sistently across all predefined subgroups: type of
EGFR mutation (HR 0.12 in exon 19 del, HR
0.35 in L858R), race (HR 0.22 in Asians, HR 0.17
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in non-Asians), disease stage (HR 0.39 in stage
IB, HR 0.17 in stage II and HR 0.12 in stage IIIA)
and use of A-ChT (HR 0.16 with A-ChT and HR
0.23 without A-ChT). An exploratory analysis
[20] on A-ChT reported that 66% of the
ADAURA population received platinum-based
A-ChT for a median of 4 cycles. As expected, the
percentage of patients treated with A-ChT was
higher amongst younger patients
(66%\70 years versus 42% C 70 years) and
those with higher tumour stages (76% in stage
II-IIIA versus 26% in stage IB).

The subgroup analysis on CNS recurrence
was reported in the 2020 edition of the Euro-
pean Society of Medical Oncology (ESMO)
meeting [21]. With a median follow-up of
22 months, a total of 45 patients had CNS
recurrence (6 in the osimertinib arm and 39 in
the placebo arm). The estimated probability of
CNS recurrence at 18 months was lower with
osimertinib (\1% vs. 9%). Median CNS DFS
was NR (95% CI 39.0 to not calculable [NC])
with osimertinib vs. 48.2 months with placebo
(HR 0.18, 95% CI 0.10–0.33; P\ 0.0001).

The safety analysis included 337 patients
with osimertinib and 343 with placebo. The
median duration of treatment exposure was
22.5 months for osimertinib and 18.4 months
for placebo. Overall, the toxicity profile of
osimertinib was consistent with that reported in
previous trials [17, 22]; the most common
adverse events (AEs) included diahorrea (46%),
paronychia (25%), dry skin (23%), pruritus
(19%), cough (18%) and stomatitis (17%). All-
grade AEs, C grade 3 AEs and serious AEs (SAEs)
related to ‘any cause’ were similar between
arms: 97, 20 and 16% (osimertinib arm) versus
89, 14 and 13% (placebo arm), respectively. As
expected, all-grade AEs, AEs C grade 3 and SAEs
‘possibly causally related’ were higher in the
osimertinib arm (90%, 10 and 3%, respectively)
compared to the placebo arm (55, 3 and 1%,
respectively). Interstitial lung disease occurred
in 3% of patients treated with osimertinib (all of
them grade 1–2). QTc prolongation occurred in
7% of patients receiving osimertinib (in 3/22
patients grade 3) and 1% with placebo (1/4
patients grade 3). No fatal adverse events were
reported with osimertinib and one such event
occurred in the placebo arm due to a pulmonary

embolism. Dose reductions and trial discontin-
uation were required in 9% and 11% of patients
in osimertinib arm and in 1% and 3% of
patients in placebo group, respectively.

Beyond treatment safety, another key con-
sideration of long-term therapy with osimer-
tinib is quality of life. HRQoL was measured by
the Short Form-36 (SF-36) health survey at
baseline, 12 and 24 weeks, then every 24 weeks
until treatment completion or discontinuation.
Time to deterioration (TTD) was defined as time
from randomization to first confirmed clinically
important worsening/death. Compliance rates
for completion of the SF-36 health survey were
high (C 85%) across all visits and were balanced
between arms. The SF-36 scores differed from
baseline to week 96 in favour of placebo; how-
ever, the difference was not clinically mean-
ingful. TTD was comparable between both arms
[23].

DISCUSSION

The impressive DFS benefit reported in
ADAURA is undeniably encouraging and gives
hope that the advances achieved in metastatic
EGFRmt NSCLC might translate into higher
curation rates in early-stage disease. The results
from ADAURA were recently included in a
meta-analysis evaluating four other clinical tri-
als with adjuvant EGFR-TKI in resected stage IB-
IIIA NSCLC [24]; the DFS favoured EGFR-TKIs
compared to A-ChT or placebo (HR 0.38, 95%
CI 0.22–0.63) and fewer adverse events were
reported with EGFR-TKI compared to A-ChT
(relative risk 0.28, 95% CI 0.09–0.94) but no
significant OS benefit was observed (HR 0.61, CI
95% 0.31–1.22). While this analysis reinforces
the concept that EGRF-TKIs induce DFS benefit,
the key question of whether a third-generation
EGFR-TKI can improve survival will likely
remain unanswered for a few years as survival
data in ADAURA is only 5% mature.

The nature of adjuvant trials does not allow
for rapid conclusions, as results usually take
approximately 10 years from first patient
enrolment. Some argue that a strong efficacy
signal in a surrogate endpoint (e.g. reduction in
the risk of relapse) is sufficient to fast track drug
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approval to allow for timely incorporation of a
promising drug into clinical practice. On the
other hand, and as the main criticism to the
FDA’s approval, a significant DFS improvement
does not guarantee OS benefit as seen in the
CTONG-1104/ADJUVANT trial; therefore, while
using a more potent EGFR inhibitor may delay
tumour recurrence, the inevitable re-growth of
drug-resistant subclones may not be treat-
able [25], at the cost of no real survival benefit
[19]. Hence, it would appear that the selection
of DFS as endpoint in ADAURA corresponds
more to a strategic decision to obtain efficacy
results quickly, rather than to address a real
clinical need.

Another criticism to the FDA’s approval is
that tumour stage and the need for A-ChT is not
specified. Although DFS improvement is
observed across all subgroups, the benefit is
more profound in higher tumour stages (risk of
relapse is reduced by 61% and 88% in stage IB
and IIIA NSCLC, respectively) and ADAURA is
only powered to detect DFS benefit in stage II-
IIIA NSCLC. At 24 months, 75% of patient in
stage IB had not recurred, which means that
almost two thirds of these patients did not
benefit from adjuvant osimertinib.

Another relevant consideration is whether
osimertinib may be an adequate substitute for
A-ChT in patients with EGFRmt NSCLC. In the
pre-specified subgroup analysis, DFS benefit was
seen irrespective of the use of A-ChT, but a
closer look at the HRs demonstrates that the
reduction of the risk of relapse is slightly higher
in patients receiving A-ChT (84% versus 77%).
There is preclinical evidence to suggest that
EGFR-TKIs have a synergistic effect with
chemotherapy [26], and this question is cur-
rently being addressed in two clinical trials: one
trial with osimertinib plus chemotherapy in the
metastatic setting (FLAURA2; NCT04035486),
and one trial (NEOADAURA, NCT04351555) in
the neoadjuvant setting. Thus, at present there
is insufficient evidence to conclude that A-ChT
may be simply omitted in the treatment of
patients with EGFRmt NSCLC. A real-world
study on the use of A-ChT in stage IB-IIIA
NSCLC in three European countries highlighted
that 50% of patients did not receive A-ChT
(compared to 40% in ADAURA), with the main

reasons being patient decision (12.6%) and
comorbidities (11.9%)[27]. Therefore, an
‘osimertinib-only strategy’ could be a reason-
able option for patients otherwise not eligible
for treatment with A-ChT. Further research on
tumour biomarkers and minimal residual dis-
ease might help to decipher subsets of patients
who require dual adjuvant therapy, allowing for
a more tailored approach.

Although most EGFR mutations occur in
‘classical’ hot spots (exon del 19 and point
mutation L858R in exon 21), up to 10–20% of
patients with EGFRmt NSCLC harbour the so-
called ‘uncommon’ mutations (for example,
exon 18 G719X, exon 20 S768I and exon 21
L861Q). Because of the heterogeneity and low
frequency of uncommon EGFR mutations they
tend to be excluded from most prospective
studies. Aside from exon 20 insertions, which
are universally resistant, most uncommon
variants retain a degree of sensitivity to EGFR-
TKIs [28], specially to afatinib (the only EGFR-
TKI approved by the FDA for uncommon
EGFRmt [29]) and osimertinib [30]. Moreover, it
has been reported that up to 25% of patients
could harbour compound mutations where two
distinct EGFR variants co-exist (either two
‘classical’, two ‘uncommon’ or a mix of both)
[28, 31]. The efficacy of EGFR-TKIs in this set-
ting depends on the specific mutant variants,
such that if both variants are sensitive, treat-
ment efficacy is comparable to that reported for
the single mutation. However, if there is a mix
of sensitive and resistant mutations, EGFR-TKI
sensitivity is reduced. In patients with com-
pound mutations, one of them is believed to
behave as a clonal driver mutation and the
other as a subclone. A similar theory has been
proposed for patients with ‘de novo’ T790M
mutations, which are thought to be extremely
rare (\1%)[32]. However, using highly sensitive
sequencing methods, 20% of treatment-naı̈ve
patients seem to harbour T790M mutations at
the subclonal level, which could negatively
impact treatment response [33]. The theory is
that a pre-existing subclonal T790M variant
becomes the predominant driver of the cancer
under selective EGFR-TKI pressure. In ADAURA,
compound mutations were allowed if they co-
existed with classical mutations. In the pre-
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specified analysis, patients with the EGFR del 19
mutation were more sensitive (greater DFS
benefit) than those with the EGFR L858R point
mutation, in line with prior evidence in the
metastatic setting [17, 34]. At present, ADAURA
has not reported outcome data of patients with
compound EGFR mutations, but this could be
relevant clinical information to support
osimertinib over other EGFR-TKIs in the adju-
vant setting, especially for patients with ‘de
novo’ T790M mutations. Moving forward, the
inclusion of patients with uncommon EGFR
variants is urgently needed to provide prospec-
tive clinical information in this subgroup.

Two key messages from ADAURA that might
favour the adoption of osimertinib in clinical
practice are: (1) HRQoL is maintained despite
prolonged therapy and (2) osimertinib reduces
the risk of CNS relapse (HR 0.18). The fact that
HRQoL is not significantly affected throughout
osimertinib therapy is reassuring considering
that adjuvant therapies are given to patients
who are, in theory, cancer free. However, in the
absence of OS advantage, the argument in
favour of osimertinib relies on quality of life
improvement (secondary to delay in cancer
progression), hence the need to gather HRQoL
data at progression and at the time of thera-
peutic management of first relapse. At this
point, it would be expected that patients in the
placebo arm will respond better to first-line
osimertinib and therefore exhibit an improve-
ment in quality of life. Moreover, this mainte-
nance in HRQoL could also be justified by the
fact that osimertinib is generally well tolerated
and that 90% of ‘causally related’ AEs were
grade 1–2. However, osimertinib toxicity should
not be overlooked: the vast majority (90%) of
patients receiving osimertinib experienced
‘causally related’ AEs, and the percentage of
high-grade AEs (C grade 3) and SAEs was
threefold higher than that reported for the
placebo. Arguably most common AEs secondary
to osimertinib are ‘treatable’ (for example, skin
problems and diahorrea), but others might be
more challenging to manage (such as interstitial
lung disease and QTc prolongation). Indeed, an
evaluation of the incidence, type and severity of
AEs needs to be included in the decision-

making process, particularly in the absence of
survival benefit.

The question of CNS relapse is especially
relevant for patients with EGFRmt NSCLC stage
I-III in whom the risk of developing CNS
metastases seems to be higher compared to
patients with EGFR wild-type tumours [35]
which, in turn, predicts a poor prognosis [36].
The CNS activity reported in ADAURA is con-
sistent with the subgroup analysis from
FLAURA; patients with CNS metastases treated
with osimertinib had better CNS-progression-
free survival and intracranial response rates
compared to those treated with gefitinib or
erlotinib [37]. Moreover, it is also possible that
some CNS events were missed in ADAURA as
brain imaging was mandatory at baseline but
thereafter only indicated in the presence of
symptoms. In this context, it would be also
interesting to know whether the pattern of
relapse in other metastatic sites which affect
quality of life (e.g. bone metastases or pleural
disease) differs between arms.

There are two other considerations in
ADAURA’s design that could also have affected
patient outcome. First, the trial did not report
the percentage of patients who underwent
exhaustive tumour staging with medi-
astinoscopy, positron emission tomography-
computed tomography (PET–CT) and brain
magnetic resonance imaging (MRI). In fact, the
trial allowed for baseline brain assessment with
either CT or MRI although some guidelines
favour the use of MRI in patients with tumour
stage higher than IA [38]. Second, no evaluation
of surgery quality was performed; only 3% of
patients underwent pneumonectomy, in con-
trast to historical series reporting up to 30%
[18]. Whether lymph nodes dissection was per-
formed according to the International Associa-
tion for the Study of Lung Cancer (IASLC)
specifications is also not reported. While these
factors might have contributed to incorrect
tumour staging, the performance of the placebo
arm does not seem to have been greatly
impacted, being comparable to other trials;
2-year DFS for the placebo arm in the ADAURA,
CTONG-1104/ADJUVANT and EVAN trials are
approximately 50% (II-IIA), 40% (II–IIA node
positive) and 45% (IIA–N2), respectively.
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Beyond survival benefit, there are other
questions around the optimal treatment dura-
tion and the sequence of EGFR-TKIs that have
not been elucidated. The decision to stop
treatment at 3 years in ADAURA is arbitrary and
probably influenced by the CTONG-1104/
ADJUVANT trial where DFS benefit was lost
after gefitinib discontinuation at 2 years.
Regardless, the median treatment duration with
osimertinib reported in ADAURA is only
22.5 months (although at data cutoff 61% of
patients remained on treatment), and of those
who discontinued, two thirds were due to
patient choice or toxicity. It is possible that a
more potent EGFR-TKI, such as osimertinib,
does not require 3 years of therapy to attain DFS
or OS benefit. ADAURA was not designed to
answer this question; however, longer follow-up
of patients who discontinued treatment for
reasons other than disease progression might
shed some light towards this.

A deeper understanding of the mechanism
involved in tumour resistance following adju-
vant EGFR-TKITo is needed to accurately weigh
the benefit of subjecting resected (and possibly
cured) patients to 3 years of adjuvant osimer-
tinib, as opposed to postponing osimertinib
until disease progression (i.e. optimal treatment
sequence). Unfortunately, most adjuvant trials
have not delved into this area, and the only
evidence available comes from the SELECT trial
where only one of 15 patients who underwent a
tumour biopsy at relapse had a T790M muta-
tion; 71% of patients were successfully rechal-
lenged with erlotinib. In the CTONG1104/
ADJUVANT trial, patients treated with adjuvant
gefitinib also responded to further EGFR-TKI
therapy at relapse (response rate 55.6% with
osimertinib and 42.1% with other EGFR-TKIs).
In fact, survival after relapse was higher in those
patients who had received adjuvant gefitinib
for C 18 months and also received EGFR-TKI at
disease progression, probably indicting a sub-
group of patients especially sensitive to EGFR
inhibition. While these results seem to indicate
that is possible to derive benefit from EGFR-TKI
rechallenge, one main concern is that osimer-
tinib-resistant subclones may emerge, posing a
great challenge as there are as yet no other tar-
geted therapies approved in this setting. There

is hope that we will see a ‘face to face’ com-
parison between adjuvant versus first-line
osimertinib if patients on the placebo arm are
treated with osimertinib at progression. Trans-
lational studies to detect biomarkers of response
are paramount to further refining treatment in
this setting.

The final consideration relates to the cost-
effectiveness of adjuvant osimertinib. The cur-
rent annual cost of osimertinib is $204,000
which seems a relatively large sum of money in
the absence of survival gain. Conversely, it
could be argued that treating recurrent cancer
also poses a significant economic burden. An
accurate health economics evaluation will only
be possible once OS data is released.

CONCLUSION

The reduction in the risk of relapse reported
with osimertinib in patients with EGFRmt
NSCLC stage IB-IIIA is truly unprecedented in
lung cancer and is a major step towards incor-
porating targeted therapies in early-stage dis-
ease. This together with the reduction in the
risk of CNS relapse, favourable toxicity and
HRQoL seems to greatly favour adjuvant
osimertinib. However, whether an adjuvant
therapy should be adopted in the absence of
mature survival data remains an area for debate.
Further research is warranted to identify
biomarkers to predict response and resistance to
osimertinib, and to help fine-tune both adju-
vant treatment and subsequent treatment
options for patients with resected EGFRmt
NSCLC.
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