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Different perspectives and viewpoints on the postoperative
management of EGFR-mutant lung cancer
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Despite the era of immune-oncology for lung cancer,
epidermal growth factor receptor (EGFR) mutation is the
critical target of treatment. EGFR mutations have been
identified in 47.9% of the adenocarcinomas and 4.6% of
the squamous cell carcinomas diagnosed in Asian patients
as well as in 19.2% of the adenocarcinomas and 3.3% of the
squamous cell carcinomas diagnosed in Western patients (1).
EGFR-mutant non-small cell lung cancer (NSCLC)
requires specific treatment strategies that include EGFR-
tyrosine kinase inhibitors (TKIs). TKIs are now used
routinely in the management of EGFR-mutant NSCLCs,
including patients with advanced disease and also those who
have been treated with surgical resection.

Liang et al. have recently provided a consensus statement
on the postoperative management of lung cancer associated
with EGFR mutations on behalf of National Clinical
Research Center for Respiratory Disease, Thoracic Surgery
Branch of China International Exchange and Promotion
Association for Medical and Healthcare, Chinese Alliance
Against Lung Cancer and AME Thoracic Surgery
Collaborative Group (2). The statement summarizes
eight specific recommendations using a four-point scale
to emphasize the strength of currently-available evidence.
Experts in the field from outside China were invited to
comment on several controversial issues. In consideration
of these comments, we are reminded that there are different
perspectives and viewpoints on postoperative management
of lung cancer with EGFR mutations.

Consensus statement #1 is as follows: “detection of EGFR
mutations is routinely recommended in surgically resected
specimens of non-squamous NSCLC' (level of evidence: 24,
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strength of recommendation: strong).” This recommendation
is focuses on the possibility of effective adjuvant treatment
including EGFR-TKIs for patients with surgically resected
NSCLCs with EGFR mutations. However, discussed below,
there is controversy regarding the efficacy of adjuvant
treatments using EGFR-TKIs in these circumstances
and under these conditions. With regard to treatment of
recurrence, there is no question that EGFR-TKIs are the
most promising drug for recurrent disease after surgical
resection. Although one would certainly make and attempt
to re-biopsy any recurrent disease, this is not always
possible given the physical condition of the patient and the
location of the lesion. Similarly, stored surgical specimens
may deteriorate to the point where accurate detection
of gene mutations is impossible. As such, it makes sense
to proceed with strategies to detect EGFR mutations in
resected specimens immediately, especially for patients
at high risk for relapse. Another consideration focuses on
the expenses involved with respect to the detection and
identification of EGFR mutations. For example, real time
PCR assays performed on formalin-fixed paraffin-embedded
tissues currently costs about $200 (U.S. dollars) in Japan.
From an economic standpoint, it is clearly not advisable to
evaluate EGFR mutations in patients who are at minimal
risk for relapse, such as those with adenocarcinoma in situ,
minimally invasive adenocarcinoma, or lepidic predominant
adenocarcinoma.

Consensus statement #3 continues: “for patients with
EGFR mutations, EGFR-TKI can be used as one of the
postoperative adjuvant treatment options for patients with stage
II-1IIA EGFR-mutant NSCLC, especially for those patients
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at a bigh risk of recurrence and with poor expected tolerance to
chemotherapy (level of evidence: 1; strength of recommendation:
strong).” The authors report that EGFR-TKIs have
become an important option for postoperative adjuvant
treatment for patients with EGFR-mutant NSCLC.
This recommendation was based on results from several
randomized clinical trials including the RADIANT,
ADJUVANT, and EVAN studies (3-5). However, as Expert
Opinion 5 notes, while these trials clearly indicate a benefit
with respect to disease free survival (DFS), they did not
indicate significant benefits with respect to overall survival
(OS). Among these reports, the ADJUVANT study is most
noteworthy because it is the only head to head comparison
of gefitinib vs. vinorelbine plus cisplatin as adjuvant
treatment for stage II-IITA EGFR-mutant NSCLC that
included over 200 patients. Significant increases in DFS
were definitively demonstrated among those in the gefitinib
group (hazard ratio: 0.60); ultimately, this result may
translate into improved OS as well. However, the study
design does include post-recurrence treatment with EGFR-
TKIs for the patients treated with vinorelbine plus cisplatin.
If gefitinib simply delays disease recurrence, its role in
promoting OS will remain indeterminate. A prospective
randomized trial, WJOG 6410L, with almost the same
design with the ADJUVANT study, is ongoing in Japan.
Patient accrual was completed in 2015 and we all anticipate
the results of this study with great interest. However, at
this point, it may not be useful to include EGFR-TKIs as
standard postoperative adjuvant treatment for patients with
EGFR-mutant NSCLC until there are proven benefits with
respect to OS, although these agents may be an option for
the patients who are unable to tolerate standard cytotoxic
chemotherapy. The use of these agents may depend on the
circumstances of individual patients and may be decided on
a case-by-case basis. At this time, adjuvant use of EGFR-
TKIs is not covered by medical insurance in Japan.
Consensus statement 6 states: “annual brain MRI and bone
scans in addition to regular chest CT are recormmended for EGFR-
mutant NSCLC, and the scan frequencies can be increased in
patients at a bigh risk for recurrence (level of evidence: 2A4; strength
of recommendation: strong).” There are only retrospective
analyzes and older findings that address postoperative
management of patients with completely resected NSCLC.
With regard to regular chest CT scans, Expert Opinion 10
noted that IFCT-0302 is the only prospective randomized
multicenter study that focuses on this issue; the results of this
study were presented at the European Society for Medical
Oncology 2017 (6). The findings indicated that follow up
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with scheduled CT scans did not contribute to OS among
patients with completely resected stage I-III NSCLC.
Although this result was supported using data collected from
1,775 study patients, it is also true that most of the study
patients were diagnosed with stage I disease (68.1%); as
such, it is not clear whether the results of this study are truly
valid for patients with stage II-III NSCLC who have a more
profound risk for recurrence.

At this time, we have no data on the benefits provided
by annual brain MRI or bone scans. Local treatments,
including Gamma Knife surgery and surgical resection
remain promising and as such, early detection of brain
metastasis might facilitate these local treatments and
contribute to quality of life. Given these issues, brain MRIs
scheduled according to risk for recurrence may be well worth
considering in our clinical practice. However, as noted by
Expert Opinion 7, categorizing this recommendation as
“strong” seems to be a bit too high given the absence of any
clear evidence-based data focused on this issue, particularly
for the subset of EGFR-mutant NSCLCs.

Consensus 8 states: “in EGFR-mutant NSCLC patients
with postoperative recurrence and metastasis, EGFR-TKI
(preferably osimertinib) can be a treatment choice for salvage
therapy (level of evidence: 1; strength of recommendation:
strong).” This recommendation is fully appropriate and
based on evidence from the FLAURA study; most of Expert
Opinions also agreed (7,8). As noted by Expert Opinion 3,
most of the patients in the FLAURA study were diagnosed
with stage IV disease, but not postoperative recurrence. The
management of postoperative recurrence will inevitably
be linked to that of stage IV disease, as it is unlikely that
a prospective randomized study that includes only those
patients with postoperative recurrence will be performed.
As such, drug therapy for postoperative recurrence of
EGFR-mutant NSCLC will ultimately be aligned for stage
IV disease both now and in the future.

The eight recommendations in this report are thoughtful
and give us some hints in practice of managing surgically
resected EGFR-mutant NSCLC. However, there are
some differences in frequency of EGFR mutation, rule
about proper usage of drugs and the system of medical
treatment insurance, in different countries. We should
adapt successfully these recommendations to our practical
condition from the varying viewpoints.
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