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+ INTRODUCTION

In recent years, the management of patients with non-metastatic non-small-cell lung cancer (NSCLC)
underwent a substantial transformation. The most notable advances involve the introduction of immune
checkpoint inhibitors (ICls) and molecularly targeted therapies in the neoadjuvant and/or adjuvant
setting. The incorporation of these agents not only reshaped treatment strategies but also has important
implications for the diagnostic evaluation of stage I-Ill NSCLC and prompted renewed discussions on
staging and criteria for resectability. Parallel to these developments in systemic therapy, important progress
has been made in surgical techniques and radiotherapy approaches, further refining the multidisciplinary
care of patients with early-stage and locally advanced NSCLC. Collectively, these changes necessitated an

update to the ESMO clinical practice guidelines for early and locally advanced NSCLC.

In this webinar, chaired by Prof Dr Johan Vansteenkiste (UZ Leuven), Prof Dr Lore Decoster (medical oncologist,
UZ Brussel), Dr Lizza Hendriks (thoracic oncologist, Maastricht UMC), Prof Dr Paul Van Schil (thoracic surgeon,
UZA) and Prof Dr Dirk De Ruysscher (radiation oncologist, Maastricht UMC) engage in a multidisciplinary
discussion of the key updates in the revised ESMO guidelines, highlighting the most significant changes

since the previous edition from 2017."2
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DIAGNOSIS, PATHOLOGY AND
MOLECULAR BIOLOGY

The most important changes in the diagnostic workup of patients with early or locally advanced NSCLC
pertain to imaging and pathology.? With respect to imaging, the new guidelines put a strong emphasis
on the need for FDG-PET and contrast-enhanced computed tomography (CT). The latter is particularly
relevant for thoracic surgeons, as it enables more accurate assessment of the tumour’s relationship
to major vessels and the extent of mediastinal involvement. This information is essential to determine
the likelihood of achieving a complete resection (RO resection). In light of the growing use of chemo-
immunotherapy in the neoadjuvant setting, careful evaluation of feasibility of RO resection has become

even more critical.

The introduction of ICI and targeted therapies into the treatment landscape for patients with non-
metastatic NSCLC has significant implications for pathologists. The updated ESMO guidelines, therefore,
state that a pathological diagnosis is recommended before any treatment decision is made (IV, A)." An
exception applies to small nodules that cannot be accessed through less invasive diagnostic techniques.
In such cases, proceeding directly to a surgical diagnosis remains appropriate (IV, A)." Molecular testing
for EGFR mutations and ALK rearrangements should be performed as early as possible. EGFR testing
is recommended for all patients with stage IB (>3 cm or high-risk features) through stage IlIC disease,
whereas ALK testing is advised for patients with stage Il (=4 cm) through stage IlIA disease (I, A)." These
specifications are the results of changes in the TNM staging and mirror the eligibility criteria of the clinical

trials that led to the approval of adjuvant or consolidation osimertinib and adjuvant alectinib.



Nonetheless, the expert panel underscores that, in routine clinical practice, reflex

molecular testing for all patients with early-stage or locally advanced NSCLCis preferable
to ensure timely and comprehensive biomarker assessment. When opting for reflex
testing with next-generation sequencing (NGS), molecular information beyond what
is recommended in the guidelines is generated. While this is highly informative, it can
also pose challenges. For example, should a patient with a ROS7 or RET rearrangement
be offered neoadjuvant chemo-immunotherapy, or is it better to immediately proceed
to surgery? According to the experts, extrapolating from data in the metastatic setting
where patients with ROST or RET rearrangements have shown limited sensitivity to ICls,

it may be prudent to avoid neoadjuvant immunotherapy in this molecular subgroups.

In addition to mandatory evaluation of EGFR and ALK status, the pathological workup
of all stage II-Ill NSCLC patients should always include PD-L1 testing. This information
helps to select adjuvant immunotherapy (I, A) and may inform the potential benefit of

neoadjuvant or perioperative chemo-immunotherapy (IV, A)."

For the moment, the guidelines do not recommend ctDNA detection as a means to

guide treatment escalation or de-escalation after curative-intent therapy (IV, E).’
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STAGING AND RISK ASSESSMENT

Similar to the 2017 guidelines, the updated

recommendations  stipulate that multiple
lung lesions that fulfil the criteria for multiple
primary tumours should be treated accordingly.
An essential addition, however, is that an NGS
analysis is recommended when multiple tumours
share the same histological subtype (lll, A). In fact,
this approach helps to more accurately distinguish
patients with multiple individual tumours from
patients with intrapulmonary metastasis.” Making
this difference is crucial as both disease stages are
associated with different prognoses and require

markedly different treatment strategies.

As previously indicated, contrast-enhanced CT and
PET are recommended for assessing mediastinal
and hilar lymph nodes. For patients with abnormal
mediastinal or hilar lymph nodes on CT or PET-
CT, the current guidelines recommend invasive
staging with endosonography (EBUS) (I, A).
Critically, this procedure must yield a high-quality,
representative mediastinal mapping to ensure
accuratestaging."Incaseswherethisisnotfeasible,
there is still a role for a mediastinoscopy. Of note,
mediastinoscopy also enables direct assessment
of mediastinal involvement by the primary
tumour and allows surgeons to visually evaluate
possible extracapsular spread. While the experts

endorse the ESMO guideline with EBUS as the

preferred initial modality for mediastinal staging,
they express concern that its increasing use may
erode surgical expertise in mediastinoscopy, a
procedure that remains important and may carry

inherent risks.

Another novelty in the updated guidelines
consists of the (moderate) recommendation
to report spread through air space (STAS) in
pathology reports (lll, B). STAS has long been
controversial, and some experts even doubt
its existence. However, results of the phase llI
JCOGO0802/WJOG4607L study recently confirmed
its prognostic potential in NSCLC.3 For the
moment, STAS is used as an additional histological
descriptor and is not (yet) included in the TNM

staging for lung cancer.

Finally, the new ESMO guidelines underscore the
importance of discussing interstitial lung disease
(ILD) in a multidisciplinary team (MDT) (lll, B). In fact,
the presence of ILD can have important therapeutic
implications for radiotherapy, surgery, and systemic
therapy. If the ILD is severe, it may even mean that
the patient should not receive any cancer therapy
at all. Therefore, the guidelines underscore the
need to involve ILD experts in this MDT discussion

as they can better evaluate and assess the severity,

&)

location and potential impact of ILD.
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TREATMENT

The updated ESMO guidelines for early or locally advanced NSCLC use different subheadings for the
treatment section than those used in 2017. In fact, the treatment section is now subdivided into the

management of resectable stage I-1ll and unresectable stage Ill patients.

+ + + + + + + + + + + + o+

© The management of resectable stage I-1ll NSCLC

Surgery should be offered to all patients with operable stage I-Il NSCLC who are willing to accept the risks
of the procedure (lll, A). For tumours >2 cm with a solid appearance, a lobectomy is currently recommended
as the standard surgical procedure (ll, B). For patients with a tumour <2 cm and no nodal metastases on
CT and PET, there is now a strong recommendation to opt for a sublobar resection (I, A). The latter is based
on the results of the CALGB 140503 and JCOG0802/WJOG4607L trials that demonstrated non-inferiority
of a sublobar resection (i.e., segmentectomy or wedge resection) to a lobectomy in terms of disease-
free survival (DFS) and overall survival (OS) when the tumour is peripheral and <2 cm (stage 1A1 - I1A2).4°

Importantly, when opting for a sublobar resection, intraoperative confirmation of NO disease is crucial!

The guidelines recommend a minimally invasive surgery, with video-assisted thoracoscopic surgery (VATS)
or robotic-assisted thoracoscopic surgery (RATS) for stage I-Il tumours (I, A) and indicate that a minimally
invasive strategy can also be considered for selected stage Il patients (V, C)." Commenting on this, the
experts endorse the preference for a minimally-invasive procedure as it is associated with less morbidity.
However, the most important factor guiding the choice of a specific procedure should be the maximisation

of the chance of an RO resection.
For patients with N2 disease, resectability and selection for neoadjuvant or perioperative systemic therapy

relative to concurrent definitive chemoradiotherapy should be discussed on a case-by-case basis by an
experienced MDT (V, A).

&)



Similar to the 2017 recommendations, stereotactic
body radiotherapy (SBRT) is the non-surgical
treatment of choice for patients with stage |
NSCLC (ll, A). Importantly, the guidelines now
explicitly indicate that SBRT is also recommended
for patients with severe chronic obstructive
pulmonary disease (COPD) and for elderly and/
or frail patients (lll, A)." Recently, the Canadian
ASPIRE-ILD study provided prospective evidence
that SBRT can also be a feasible alternative to
surgery for patients with early-stage NSCLC and
co-existing ILD.6 In parallel, ESMO has updated
its guidelines to include a recommendation
supporting SBRT in patients with interstitial
pulmonary fibrosis, provided the decision is made
after careful MDT evaluation (lll, B).

According to the experts, this multidisciplinary
assessment is essential, as SBRT in the setting of
ILD carries significant risks. In particular, delivering
radiation to a tumour that lies within or adjacent
to the fibrotic region of the lung is considered
especially hazardous and should generally be
avoided due to the markedly increased risk of

severe radiation pneumonitis.

Salvage surgery after SBRT can be offered, if
feasible, acknowledging that surgery in this

situation can be more difficult and comes with a

higher operative risk (IV, B).

For patients with central or ultra-central tumours,
the updated guidelines recommend curative-
intent radiotherapy with more fractionated
schedules (1, A).

Finally, the new ESMO guidelines include updated
recommendations for post-operativeradiotherapy
(PORT)." PORT cannot be recommended following
RO resection. This includes patients with
extracapsular nodal involvement with negative
margins after surgery (I, D). In patients with an
R1 resection, PORT can be recommended but
requires an MDT discussion (lll, C). This MDT
should also decide on the optimal sequence
of PORT and adjuvant systemic therapy for the

individual patient (Ill, A).

The most notable updates relative to the 2017
guidelines are in the recommendations for
systemic therapy. In fact, compared to 2017,
systemic options for patients with resectable
NSCLC have increased dramatically. Given
the growing number of therapeutic options,
treatment selection has become increasingly
complex. The guidelines therefore clearly state
that the sequencing of systemic therapy should
be determined within an MDT, taking into

account at minimum the patient's EGFR, ALK,

and PD-L1 status (V, A)."



+ EGFR and ALK wildtype NSCLC

Neoadjuvant or perioperative chemo-
immunotherapy is now recommended for EGFR-
and ALK-wildtype stage II-lll NSCLC (I, A). In the
adjuvant setting, cisplatin-based chemotherapy
is recommended for patients with completely
resected stage II-lll NSCLC who are ineligible
for neoadjuvant chemo-immunotherapy (I,
A). In addition, adjuvant atezolizumab (1 year)
is recommended following cisplatin-based
chemotherapy in case of stage II-llIA disease
(=5cm) and a PD-L1 TC 21% (I, A).

Notably, the EMA label for this option is restricted
to patients with PD-L1 TC =50%. In contrast, 1 year
of adjuvant pembrolizumab is recommended in
patients with stage II-lllA (=4cm) regardless of PD-

L1 expression (I, A).

Commenting on the available options, the experts
underscore the strong biological rationale for
administering chemo-immunotherapy in the pre-
operative setting, when the primary tumour and
lymph nodes are still present. In the neoadjuvant
context, the degree of pathological response
also provides valuable prognostic information.

Perioperative strategies continue to raise debate,

particularly regarding the necessity of continued
ICI therapy in the adjuvant phase. There is a
growing consensus that patients who achieve a
complete pathological response (pCR) are unlikely
to benefit from further adjuvant treatment.
Conversely, continuing an IClI post-operatively
appears futile in patients who showed no
response to neoadjuvant chemo-immunotherapy.
For patients who fall between these two extremes,
the optimal approach remains uncertain. Several
ongoing trials are expected to clarify the added
value of adjuvant ICI in these intermediate-
response groups. Importantly, when pCR is
used as a decision tool for subsequent adjuvant
immunotherapy, its evaluation and reporting
should be conducted in a standardised manner.
Despite the IASLC's detailed recommendations on
how to do this, their adoption in clinical practice

remains non-universal.”

The experts expressed a strong preference for
incorporating an ICl in the neoadjuvant setting.

As a result, a purely adjuvant IClI strategy is
generally reserved for patients who are upstaged

following surgery.
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+ EGFR or ALK-driven NSCLC

For patients with stage IB-IlIA NSCLC harbouring an EGFR-mutation (exon 19 deletion, or L858R), the
guidelinesrecommend 3years of osimertinib (I, A). Adjuvantcisplatin-based chemotherapyis recommended
before starting osimertinib in eligible, stage II-1ll patients (I, A). Carboplatin-based chemotherapy can be

recommended in patients who are ineligible for cisplatin (ll, B).1

For patients with ALK-rearranged NSCLC, the guidelines recommend two years of adjuvant alectinib after
RO resection of stage II-IlIA (=4 cm) disease (I, A). They further note that adjuvant chemotherapy may be
considered in this setting (ll, C). According to the experts, however, these patients are often young and
fit, and ALK-positive tumours are known to be highly sensitive to pemetrexed-based chemotherapy. This
combination provides a compelling rationale in favour of offering adjuvant chemotherapy. Therefore, they

believe that the option of adjuvant chemotherapy should always be discussed with the patient.

+ + + + + + + + + + + + +

© The management of unresectable stage Ill NSCLC

For patients with stage IlIA-C NSCLC who are deemed unresectable, concurrent chemoradiotherapy (CRT)
is recommended (I, A), using a radiotherapy dose of 60 Gy (I, A). For less fit patients, sequential CRT,
or radiotherapy alone represents an alternative (I, A). Concurrent or sequential platinum-based doublet
chemotherapy for 2 to 3 cycles is recommended (cisplatin-etoposide, carboplatin-paclitaxel [all histologies]

or cisplatin-pemetrexed [non-squamous]) (I, A)."

The most important change compared to the 2017 guidelines is the recommendation for osimertinib
consolidation after CRT in patients with EGFR-mutant unresectable stage Il NSCLC without disease
progression (I, A)." In EGFR-wildtype patients with unresectable stage Ill NSCLC who did not suffer disease
progression during concurrent CRT, 1 year of durvalumab is recommended (I, A) (EMA label restricted to
patients with PD-L1 TC 21%)." Importantly, 1 year of durvalumab consolidation is now also recommended
in EGFR-wildtype, stage Il patients without disease progression after sequential CRT (EMA label restricted
to patients with PD-L1 TC 21%)." With respect to the latter, the experts urge caution when considering this

strategy in patients with a performance status >2 (these patients were not included in the registrational trial).
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CONCLUSION

In summary, the updated ESMO Clinical Practice Guidelines provide

key recommendations for the contemporary management of patients
with early-stage or locally advanced NSCLC. They provide more
explicit guidance on the optimal use of surgery and radiotherapy and
outline how ICls and targeted therapies should be integrated into the
treatment pathway for non-metastatic disease. A schematic overview

of these updates is presented in Figures 1-3.

+ + + + + + + + + + + + +
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