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The adjuvant regimen for resected EGFR mutated patients: the

“same-for-all-therapy” or not?
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If metastatic non-small cell lung cancer (NSCLC) treatment
has clearly moved away from the “same-for-all-therapy”
towards precision therapy strategy, in the adjuvant setting
the choice of treatment is not guided by molecular analyses,
with cisplatin-based doublet chemotherapy as standard of
care in stages II and III disease. However, a significant fall
in overall survival (OS) was observed for stage IB-IIIA, as
well as high rates of recurrence and/or metastasis inevitably
still occurred. Improving current adjuvant strategy,
new investigational approaches are under evaluation,
including targeted therapy. The impressive superiority of
an Epidermal Growth Factor Receptor (EGFR) tyrosine
kinase inhibitor (TKI) targeted therapy than chemotherapy
as upfront choice for advanced EGFR mutated NSCLC
patients laid the rational of several adjuvant clinical trials,
evaluating potential benefit of this “tailored choice” in
earlier stage disease also. This Chinese expert consensus
would provide recommendations on key issues, focusing
on current evidence and suggesting future implications
for clinical practice. Among Chinese experts, EGFR
mutation profiling is strongly routinely recommended in
surgically resected non-squamous NSCLC. When EGFR-
sensitizing mutations occurs, patients might be suitable of
three main adjuvant options: standard chemotherapy, an
EGFR-TKI at least for 2 years, and sequential use of both
modes of therapy. Stratifying recurrence risk, the adjuvant
EGFR-TKI choice could be mainly used in those patients
with stage II-IIIA EGFR-mutated NSCLC, at high
risk of recurrence and less tolerant to chemotherapy. At
recurrence, the use of EGFR-TKI (preferably osimertinib)
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as salvage therapy is strongly recommended in all resected
EGFR-mutant patients, also in those previously receiving
an adjuvant EGFR-TKI drug, but only if relapsed after
drug discontinuation (1).

Clearly, several controversial questions were involved in
this consensus, opening issues to future debate. Based on
literature data before IPASS trial publication, two trials—
the JBR19 and the RADIANT—firstly compared two years
of adjuvant gefitinib and erlotinib to placebo, respectively,
but randomizing EGFR unselected population after
completion of any planned adjuvant chemotherapy in stage
IB-IITA NSCLC (2,3). Not surprising, both trials were
clearly negative, failing to significantly prolong disease free
survival (DFS) also in 161 EGFR-mutated patients included
in erlotinib arm of RADIANT trial (HR: 0.61), mainly
due to the hierarchical design of this study. Extrapolating
knowledge from advanced stage trials and focusing
exclusively on EGFR-mutant patients with the highest risk
of recurrence (N1-N2), the ADJUVANT and the EVAN
studies compared directly the adjuvant TKIs—gefitinib for
two years and erlotinib for one year, respectively—with
standard chemotherapy (4,5). Both trials met their primary
endpoint, delaying significantly the time of progression/
recurrence of disease with decreased toxicities, but still not
providing enough data to support a worldwide conclusion,
above all for lacking OS data and for their accrual in a
Chinese population.

A systematic review and meta-analysis of six adjuvant
EGFR-TKIs trials, including a total of 1,860 resected
patients, was recently published, confirming risk of disease
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recurrence decreased by 48% in patients harboring an EGFR
mutation, with higher DFS benefit in trials using TKIs
over chemotherapy compared with trials using TKIs post-
chemotherapy. However, OS improvement were not reported
(HR: 0.64), remaining still uncertain this key-point (6).
Other two recent meta-analyses reported similar results,
showing that EGFR-TKI-based therapy was associated
with better DFS compared with non-EGFR-TKI-based
adjuvant therapy in patients with NSCLC harboring EGFR
mutation (7,8). As presented at American Society of Clinical
Oncology (ASCO) 2019, the Chinese meta-analysis of 11
trials (including a total of 1,152 resected NSCLC patients
with activating EGFR mutations) reported that adjuvant
treatment with EGFR-TKIs prolonged both OS and DFS
when compared to treatment without adjuvant TKIs.
From predefined subgroup analyses, adjuvant EGFR-TKI
prolonged significantly DFS rather than chemotherapy,
but without OS differences. Notably, the combination
of an EGFR-TKI to chemotherapy was associated with
significantly longer DFS as well as OS than chemotherapy
alone, suggesting a new potential option (8).

Clearly, data from literature are too weak for strongly
recommend an EGFR-TKI therapy as adjuvant choice.
Focusing on two recent trials, EVAN was a small size
study enrolling only patients with stage IITA disease,
while promising data from the larger ADJUVANT trial
have raised several questions. Given the preponderance
of stage III patients in ADJUVANT trial, and lack of
benefit in N1 patients in the forest plot, it is not clear how
this will translate to patients diagnosed at earlier stages.
Another issue is the beneficial variety emerged from the
study, where 40% patients experienced relapse within two
years of gefitinib treatment. With aim to identify patients
precisely using other predictive biomarkers beyond EGFR,
a comprehensive tumor genomic analyses on ADJUVANT
patients was recently performed, reporting the predictive
MEDUSA model, integrating from five predictive
biomarkers (TP53, NKX2-1, CDK4, MYC & RB1), with
RB1 mutation or copy number loss as the only predictor in
favor of chemotherapy (9). Also, alterations of the tumor
microenvironment (TME) might help to identifying
individuals who will benefit from adjuvant EGFR-TKI
therapy, as recently reported. According to eight key TME
genes, patients were clustered in two groups with distinct
immune profiles, with aim to identify individuals with
“inflamed” phenotype (higher lymphocyte infiltration score
and T'GF-p response), resulting with both DFS and disease-
specific survival significantly prolonged (10).
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Whether adjuvant EGFR-TKIs are able to improve cure
rates or whether they just delay recurrence is the second
unanswered key question to solve, considering OS as the
main primary endpoint for most clinical trials. Actually,
considering the timeframe for accrual and the longer
follow-up needed for a definitive assessment of OS benefit,
DFS might be a suitable surrogate endpoint, but clearly
not still sufficient to change the global clinical practice.
Interestingly, patients who recurred after adjuvant erlotinib
or gefitinib still have the opportunity to be re-challenged
with other TKIs, whose median duration of treatment
approximated the PFS in a de novo advanced EGFR-mutant
population (11,12). However, the use of third generation
TKI osimertinib should be “the preferable” but not “the
generalized” choice for patients who relapsed, considering
data of FLAURA trial enrolling mostly patients who
presented with stage IV disease de novo.

Other two main issues under debate are the optimal
EGFR-TKI drug to be used with the best tolerability and
efficacy management, as well as the optimal duration of
treatment. Clearly, longer treatment may be a burden to
patients and could lead to decreased treatment compliance
as well as cumulative toxicities. Notably, about 80% of
patients of ADJUVANT trial received gefitinib for one year,
with 68% prolonging therapy to more than 18 months.
In SELECT trial, about 70% of patients completed at
least 22 of preplanned 24 months of erlotinib therapy, but
reducing dose to 100 mg/die in 40% patients (16% needed
second dose reduction to 50 mg/die). Focusing on EGFR-
TKIs beyond first-generation, data from phase II trial was
presented at ASCO 2019, comparing two different length
of afatinib treatment (3 months vs. 2 years) after completion
of standard adjuvant therapy (13). As expected, the long-
lasting afatinib arm payed the price of higher toxicities with
subsequent more discontinuation (18% vs. 4% for 2-yr
and 3-months arms, respectively) and lower compliance,
with only 50% of patients completing the preplanned two
year of treatment rather than 92% of three moths choice.
Consistently with prior EGFR-TKIs adjuvant trials, many
patients in the 2-year arm did not complete treatment,
with withdrawal of consent being the main reason (23 %),
followed by toxicity (18%) and recurrence (9%). So, in the
era of TKIs with improved tolerance, the optimum length of
therapy remains an important unsolved question. Analyzing
data from ADJUVANT trail, planned gefitinib for 24
months delayed significantly recurrences of 10.7 months
rather than conventional chemotherapy (median DFS:
28.7 vs. 18.0 months), but the duration of benefit after the
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Table 1 Ongoing phase III adjuvant EGFR TKIs trial
Trial Experimental arm Comparator arm  Setting [number of patients] Primary endpoint
EVIDENCE Icotinib CT Stage II-IlIA post-surgery, with mEGFR [320] DFS
(NCT02448797)
ICWIP Icotinib Placebo Stage II-llA post-surgery and chemo, with DFS
(NCT02125240) mEGFR [124]
ICTAN Icotinib for 6 vs. 12 months CT Stage lI-IlIA post-surgery with mEGFR [318] DFS
(NCT01996098)
RCTACSCNSCLC  Gefitinib CT Stage II-IllA post-surgery and chemo, with DFS
(NCT03656393) mEGFR [48]
ADAURA Osimertinib Placebo Stage IB-IlIA post-surgery +/- adjuvant CT with DFS
(NCT02511106) mEGFR [682]
ALKEMIST Erlotinib Placebo Stage IB-IIIA post-surgery with mEGFR [450] (O]
(NCT02193282)

CT, chemotherapy; DFS, disease free survival; mEGFR, mutated EGFR; OS, overall survival.

discontinuation of TKI might be limited, as suggested by
collide DFS curves at 36 months, with “no progressor tail”.
On other hand, the 2-year afatinib regimen induced a 14%
reduction of recurrence rates compared to the 3-month
schedule (DFS at 2 years: 85 % vs. 71%). Although this
difference was not statistically different and considering that
the trial was early closed at 46 of 60 planned patients for
slow accrual, this delayed recurrence taste similarly to those
reported with 2-year of erlotinib in SELECT trial (DFS
2-yr: 88%), suggesting that administering an EGFR-TKI
after standard adjuvant chemo/radiotherapy could provide
better long term outcome than TKI therapy alone (DFS
2-yr: 57% in gefitinib arm of ADJUVANT trial).

About detection of EGFR mutation profiling in
surgically resected NSCLC, data from literature suggested
the potential rational for this earlier stage screening, as
ADAURA trial, where high prevalence of EGFR mutations
associated with EGFR-TKI sensitivity (ex19del, L858R)
were reported in Asian and female patients with resected
stage IB-IITIA NSCLC, consistently with the advanced
setting. However, this detection should be still optional
and not routinely recommended, considering the unclear
demonstration of targeted therapy utility and the minimal
data of EGFR mutant positivity in non-smoking early
resectable squamous NSCLC (14).

Currently, new phase III trials testing are ongoing
(Table 1), evaluating for adjuvant EGFR-TKIs beyond
first- and second-generation agents, comparing shorter
versus longer treatment durations and focusing also on new
potential biomarkers to help selection of patients-efforts.
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Their results will more clearly establish the role, if any, for
adjuvant TKI therapy. At the present time, the choice of an
adjuvant therapy should not be guided by molecular analyses
and targeted therapy should not be used in the adjuvant
setting. The ideal treatment might have no side effects with
a defined survival benefit. On other hand, if the drug might
not doing more that postponing the relapse—if and where
happen—most people could be subjected to costs/toxicities
of an useless choice. Further research is mandatory to
determine also how best to integrate treatment (e.g.,
chemotherapy, radiotherapy, and immunotherapy) into the
adjuvant strategy, and results are strongly awaited.
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