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Resected non-small cell lung cancer (NSCLC) remains a
serious cause of morbidity and mortality with about half of
resected patients developing recurrent disease during their
lifetime (1). Patients with NSCLC whose tumors harbor
activating EGFR mutations (EGFR+) are managed much
differently in the metastatic setting than EGFR wildtype
NSCLC, utilizing upfront treatment with EGFR tyrosine
kinase inhibitors (TKIs). EGFR-TKIs provide a significant
improvement in progression free survival (PFS) compared
to chemotherapy with greater than a 50% reduction in the
risk for progression in the treatment of EGFR+ metastatic
NSCLC (2). Osimertinib, a third-generation EGFR-TKI,
has superior efficacy and tolerability compared to earlier
generation EGFR-TKIs and is now the first-line standard
of care (3). Considering the improved efficacy and tolerance
of EGFR-TKIs compared to cytotoxic chemotherapy, in
the metastatic setting, it is a natural step to explore the use
of EGFR-TKIs in the adjuvant setting.

The Society for Translational Medicine’s (The Society’s)
2019 consensus on postoperative management of EGFR-
mutant lung cancer endorses the testing of resected NSCLC
for EGFR mutations, EGFR-TKIs as a treatment option
and suggestions on the surveillance strategy for patients
with resected EGFR+ NSCLC and some management
recommendations for patients with recurrent disease (4).
These recommendations cover a broad aspect of care,

especially when dealing with resected EGFR+ NSCLC
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where the strength of evidence varies. This is highlighted
by the accompanying commentary of non-author experts,
many of whom descent from or add caveats to The Society’s
recommendations.

Consensus statements #3 and 4 provide a strong
recommendation for adjuvant EGFR-TKIs as a treatment
option for patients with resected stage Ib-IIIA EGFR+
NSCLC, either in place of or following cytotoxic chemotherapy.
A recent meta-analysis of six eligible randomized control
trials reported a consistent disease-free survival (DFS)
benefit, but no overall survival (OS) benefit (5). It is
important to consider that there is an absence of reliable
OS benefit from any of the randomized trials (6-9).
The EVAN trial, testing erlotinib versus cisplatin and
vinorelbine in 102 patients with stage III disease, is the only
trial to report a survival benefit, although that data is still
immature with only three and 13 deaths in the two arms,
respectively, and 18 of 51 chemotherapy patients’ treatment
not adhering to protocol (8). It is our opinion that the
intent of an adjuvant treatment is to increase the chance
of cure. Awaiting the final OS analysis from the landmark
adjuvant EGFR-TKI trials is crucial to assess their impact
on treatment. If treatment does not improve OS then it is
giving toxicity to all patients and delaying the recurrence of
some without prolonging life. Therefore, in the absence of
improving OS the only rationale for that adjuvant treatment
would be robust positive quality of life data and patient
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preference.

Another difficulty with the use of adjuvant EGFR-TKIs
is the timing and duration of treatment. Some studies have
compared EGFR-TKIs to placebo with some patients
receiving adjuvant chemotherapy, while other studies have
compared EGFR-TKIs to chemotherapy. A well designed
and pragmatic trial would randomize patients to either
chemotherapy or an EGFR-TKI or chemotherapy followed
by an EGFR-TKI. If this trial supported the superiority of
EGFR-TKIs then determining the optimal duration in a
clinical trial setting would be the best next step. The consensus
statement #5 recommends at least two years of adjuvant
therapy, as most trials gave two years of EGFR-TKI therapy
and the recurrences seem to occur at a higher rate once
therapy was stopped. A phase II open label study randomizing
patients to 6 months of gefitinib or direct to observation
after carboplatin and pemetrexed reported a strong DFS
benefit with a trend towards OS improvement and the benefit
appeared to be sustained well beyond 2 years (7). In the
RADIANT trial the median treatment duration was less than
a year (6), mostly because of toxicity, highlighting that EGFR-
TKIs are not benign and the optimal duration of therapy
remains unknown and needs to be properly studied.

A difficulty in making strong recommendations from
the existing body of literature is the heterogeneity within
research. Some studies test EGFR-TKIs versus placebo
in a mixed population of those that did or did not receive
adjuvant chemotherapy, where other studies tested adjuvant
EGFR-TKIs versus chemotherapy. The existing trials have
largely been done in a limited geographic area and do not
contain a strong balance of Asian and non-Asian patients.
The ADAURA study will add intriguing knowledge to
this body of research (10). It includes a balance of patients
from Asia, North America, Europe and Australia and tests
osimertinib versus placebo after any planned adjuvant
chemotherapy. ADAURA results are expected soon, as its
monitoring committee has recommended unblinding and
early reporting. Osimertinib is a better tolerated EGFR-
TKI, and is superior in the metastatic setting, than first-
generation EGFR-TKIs (3) but ADAURA cannot answer
whether EGFR-TKIs can replace adjuvant chemotherapy.

The Society recommends the addition of annual MRI
brain and bone scan to routine surveillance. We agree
that patients with EGFR+ NSCLC are at increased risk
of recurrent disease in the bones or brain, but surveillance
guidelines should be guided by the principle that the
intervention, and the accompanying costs and anxiety for
patients, yield improved outcomes. We appreciate that
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stereotactic radiation to oligometastatic or limited recurrent
disease can be treated to improve survival (11), and supports
a well-designed trial of different surveillance strategies.
In the absence of evidence supporting more aggressive
surveillance, it is reasonable to ask clinicians and patients
to consider adding MRI brain imaging and bone scans to
routine surveillance, but we do not feel it warrants a strong
recommendation.

Consensus statements #7 and 8 make recommendations
regarding the utility of liquid biopsy and the use of osimertinib
in recurrent disease or retreatment with the adjuvant TKI
if the disease recurrence occurs after adjuvant therapy
discontinuation. We agree that circulating tumor DNA
(ctDNA) analysis may be an appropriate tool to confirm the
recurrent disease is EGFR+, especially in a patient at risk for
a second malignancy, as ctDNA testing may replace the need
for an invasive biopsy (12). Recommending retreatment in
the advanced setting with the same EGFR-TKI used in the
adjuvant setting may be premature. It is encouraging that the
SELECT trial reported a high success rate of retreatment
with erlotinib (13), and this strategy is supported by scientific
rationale and EGFR-TKI rechallenge in the metastatic setting
which is undergoing more rigorous investigation (14-16).

Furthermore, the implications on metastatic management
after treatment with EGFR-TKIs in the adjuvant setting
needs to be investigated. If the use of EGFR-TKIs in the
metastatic setting yields a markedly shorter PFS than in
EGFR-TKI naive patients it would explain the lack of
OS in most adjuvant EGFR-TKI studies. It is not known
how the EGFR-TKI used in the adjuvant setting and the
duration off treatment, prior to the discovery of recurrent
disease, will affect the efficacy of EGFR-TKIs in the
metastatic setting and when clinicians should offer re-
biopsy to rule out the presence of a T790M mutation. The
FLAURA trial has certainly established osimertinib as the
optimal treatment in EGFR+ mNSCLC in patients that are
EGFR-TKI naive (3), but there is not high level evidence
for the optimal treatment after failure of adjuvant EGFR-
TKIs, although osimertinib is certainly an appealing option
in the absence of any evidence to the contrary.

In the future it is possible that ctDNA analysis may
affect patients with resected EGFR+ NSCLC, allowing for
the post-operative evaluation of molecular residual disease
(MRD) (17). The validity of existing adjuvant EGFR-TKI
trials would need to be re-examined if the adjuvant standard
of care evolves to include the assessment of MRD.

Overall the consensus statements do an excellent job

at highlighting that the evidence for adjuvant EGFR-
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TKIs is building, and with the addition of ADAURA and
maturing survival data from previously reported trials the
management of adjuvant EGFR+ NSCLC is likely to soon
be changing. However, the evidence at this point has not
established if EGFR-TKIs can replace chemotherapy and
the absence of convincing and widely applicable OS benefit
it would be hard to expect widespread adoption of adjuvant
EGFR-TKIs. Although we expect that the management
of resected EGFR+ NSCLC will change in the future, we
do not feel that the existing body of knowledge warrants
expansive use of adjuvant EGFR-TKIs at this time.
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