Editorial Commentary

L))

Check for
updat

Page 1 of 5

Endothelial growth factor receptor-mutant lung cancer and
post-operative care management: one size does not fit all
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Lung cancer remains the leading cause of cancer related
deaths globally (1). Non-small cell lung cancer (NSCLC)
accounts for nearly 85% of all lung cancers. The slow
progressive decline in both the incidence and mortality
from lung cancer in the United States since 2005 is mainly
attributable to decreased rates of smoking (2). However,
such a trend is yet to be seen worldwide. At the time
of diagnosis, 79% of patients present with evidence of
regional or distant spread. Overall 5-year survival remains
low at 19.4% (3,4). Thus, there are ongoing efforts
internationally to improve these outcomes through early
detection and screening for lung cancer along with advances
in chemotherapy, immunotherapy, stereotactic radiation
therapy and targeted therapies (5-7).

Despite the new developments in novel targeted
therapies, the cornerstone of lung cancer management
remains focused on prevention and early detection
for optimal outcomes. When diagnosed early, surgical
resection is a highly desirable option for patients who can
undergo surgery. However, there is significant variability
and controversy in rates of recurrence following curative
intent surgery for early stage NSCLC. Risk of recurrence
is influenced by the type of resection (increased risk in
sub lobar and wedge resections compared to lobectomy),
histologic subtype, and pathologic stage (5-19% in Stage
I, 11-27% in Stage II, and 24-40% in Stage IIIA) (8-10).
Neoadjuvant chemotherapy has been shown to improve
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overall survival, although there is no consistent evidence
that it can improve local control.

Importantly, 10-15% of all patients with NSCLC
carry an endothelial growth factor receptor (EGFR)
mutation, with varying rates based on gender, race, and
smoking status (11). Several mutations in EGFR have been
identified (exon 19 deletion, p.L858R point mutation in
exon 21) which are responsive to tyrosine kinase inhibitors
(TKI’s) (12). There are several generations of EGFR-
TKI inhibitors, including Erlotinib and Gefitinib (first
generation), Afatinib (second generation) and Osimertinib
(third generation).

Published guidelines by American College of Chest
Physicians (ACCP) and National Comprehensive Cancer
Network (NCCN) updated in 2020 recommend that post-
resection margins and pathological stage should inform
decisions to administer adjuvant therapies (13,14). The
mainstay of adjuvant therapy in NSCLC remains traditional
platinum-based chemotherapy. Currently, EGFR targeted
therapy is only considered the standard of care for patients
with advanced stage lung cancer. In patients with advanced
NSCLC, EGFR-TKIs have shown improved progression
free survival compared to systemic chemotherapy, with a
favorable toxicity profile (15-19). In a recently published
trial by FLAURA investigators, Osimertinib was shown
to have improved overall survival compared to earlier
generation TKIs (20). Thus, there is an increasing appeal
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to use TKI’s as first line agents in advanced NSCLC.
However, the role of EGFR-TKI in post-operative EGFR
mutant NSCLC is unclear.

The care of a patient with lung cancer is optimally
achieved in a multidisciplinary fashion and involves
challenging decisions and significant uncertainty while
relying on the scientific literature, available resources and
experiences, and each individual patient preference.

According to the National Academy of Sciences,
clinical practice guidelines are “statements that include
recommendations intended to assist practitioners and
patient decisions to optimize patient care for specific clinical
circumstances” (21). Guidelines are developed through
strategic and systematic review of available evidence and
should assess the benefits and harms of each intervention
and of alternative options. Guidelines are developed by
a multidisciplinary team of carefully selected experts
and enlist specific interventions to be compared with
alternative strategies among a pre-specified population
of patients, leading to a measurable outcome of interest.
"Traditionally, a consensus statement is developed when lack
of significant evidence precludes the possibility of arriving
at evidence-based recommendations, hence the need for
expert panel survey, often achieved through a modified
Delphi method (22), leading to a list of suggestions
instead of recommendations. As with any other research,
when guidelines are developed without adequate rigor in
methodology, they can lead to inaccurate and potentially
harmful results represented in the form of statements and
recommendations.

In this issue of the journal, Liang and colleagues
developed a consensus statement based on a review of the
literature, to guide the post-operative management of
patients with EGFR-positive NSCLC (23). As a significant
percentage of patients undergoing surgical resection,
especially with large tumors and nodal involvement
will experience recurrence of the disease, the authors in
collaboration with multi-disciplinary experts from China
and worldwide, have sought to address the existing gaps
in the postoperative management of these patients by
consolidating the available evidence. There are eight
consensus statements presented by the panel members.
Each of the statements earned a strong recommendation by
the panelists and was supported with a minimum category
level of evidence and consensus of 2B or greater. The
strength of each consensus statement was rated using the
Grading of Recommendations, Assessment, Development
and Evaluation (GRADE) system (24).
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The authors should be congratulated on their efforts
to develop an evidence-based guideline and their use of
a multidisciplinary team of surgeons, oncologists, and
pulmonologists. While the authors conducted a thoughtful
review of the current literature on the use of TKI’s in
EFGR-mutant positive NSCLC, there are significant
limitations in their process for guideline development.
Important aspects of methodology and consensus
development deserve further attention. Details on expert
panelist selection, questions and systematic search strategy
development, study selection, evidence assessment, and
methods used for achieving consensus are not reported.
The GRADE system relies on four elements to assess the
quality of evidence (study design, study quality, consistency,
and directness) and specific elements to determine strength
of a recommendation (balance of harm vs. benefit, quality
of evidence, certainty of baseline risk and translation of
evidence to specific clinical circumstances) (24). The
authors fail to provide a systematic assessment of each
included study as data is pooled from different studies
containing heterogeneous populations. Inability to control
for heterogeneity can leave an analysis vulnerable to
bias and inaccuracy in effect estimates (statements and
recommendations) due to varying definitions for treatment,
time to therapy, cancer stage, histology, and other
population-based heterogeneity.

Additionally, it is unclear if the recommendations
constitute portions of a guideline or consensus statement.
Liang er al. report their results in a guideline format with
graded recommendations. However, they refer to the
process as a consensus statement without clear details
on methods to achieve consensus or develop guideline
recommendations.

The aforementioned challenges become increasingly
evident as the authors present their data. The opinions of
additional multidisciplinary experts following the consensus
statements, often differ and highlight the difficulties faced
in constructing these statements. The authors recommend
routine testing for EGFR mutation in all surgically
resected specimens of NSCLC, with no distinction of the
pathological stage post operatively. Testing for EGFR
mutations in stage I NSCLC is only necessary if the
intention is to give EGFR TKIs as adjuvant therapy at the
time of recurrence. The authors also recommend the use of
EGFR-TKIs as one of the options for adjuvant treatment
in operable stage II-III NSCLC. In the absence of overall
survival data for adjuvant EGFR-TKI use, it would be
premature to make these recommendations, especially in
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resource limited health care environments. Pooling evidence
from multiple studies with heterogeneous populations,
without clear description of the populations for each
recommendation, can lead to inaccurate estimates that may
not be generalizable to all stages of EGFR-mutant NSCLC.
The authors also propose utilizing prediction models to
identify high risk stage 1 patients for adjuvant EGFR-TKI
therapy. Although several biomarkers have been identified
and prediction models created, their role remains limited
to clinical trials in the absence of available favorable impact
data (25-27). They recommend continuing EGFR-TKI
therapy for 2 years, although they note that the studies
included in the consensus paper have varying durations
of EGFR-TKI use and cite studies on breast cancer to
draw parallel conclusions for the duration of EGFR-TKI
therapy. However, the optimal duration of EGFR-TKIs
in adjuvant therapy remains unclear as currently, EGFR-
TKI duration in advanced metastatic lung cancer relies on
disease progression (14). The authors rightly identify that
the studies utilized in creating the statements primarily
rely on data from a Chinese population, which limits its
generalizability to wider populations (16,28,29). While
the impact on overall survival is being explored in ongoing
studies in the USA, China and Japan, new evidence may aid
in the development of future guidelines to help clinicians
care for patients with EGFR-mutant NSCLC who undergo
surgery (30-32).

Clinical guidelines and consensus statements are only
one method for improving evidence-based quality patient
care and their utilization should be prioritized for patients
in whom a clear treatment path is not defined. Clinicians
should strive for multidisciplinary and personalized care in
a patient with lung cancer and use guidelines judiciously.
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