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Screening

Screening

Recommendation LoE, GoR
method

Reduces lung cancer-related mortality in high-risk subjects (heavy | A
smokers [= 30 pack-years or < 15 years since cessation] aged
55-74 years)

* Questions remain about the definition of the at-risk

Screening with population, screening intervals, age at end of screening,
method of CT, cost-effectiveness and rate of false-positive
LDCT (low-dose .
diagnoses
computed
topography) * Anew, non-invasive LDCT protocol shows promise in

reducing the false positive detection rate

May be offered to well-informed heavy smokers aged 55-74 years
within a dedicated programme in experienced CT centres

Other screening

methods, such as

chest X-ray, Not recommended for clinical use I, C
sputum analysis

or biomarkers
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Diagnosis and
pathology/molecular
biology

Work-up for diagnosis and staging

*Tests needed for clinical staging

Screening for brain metastases by MRI might be
useful in patients considered for curative therapy

Depending on site and size of tumour with
biopsy/aspiration/brush/washing

SBronchoscopy is usually sufficient to diagnose
NSCLC, though may not allow a detailed sub-

classification

General

Imaging

Laboratory

Cardio-pulmonary
function

Tissue procurement

Medical history*

Physical examination*
Assessing comorbidity

Performance status

X-ray thorax
CT thorax®
PET-CT thorax*
MRI brain®

Blood cell counts
Renal function
Liver enzymes
Bone parameters

FVC, FEV1, DLCO
ECG
If indicated: CPET

Bronchoscopy*$

EBUS/EUS mediastinal nodes*

CT-guided biopsy

Bone scintigraphy
Contrast-enhanced CT brain

Ejection fraction, CAG

Mediastinoscopy

© 2017 ESMO. All rights reserved. esmo.org/Guidelines/Lung-and-Chest-Tumours/Early-Stage-and-Locally-Advanced-non-metastatic-Non-Small-Cell-Lung-Cancer



CLINICAL PRACTICE

GUIDELINES

In clinical stages I-lll, pretreatment pathological diagnosis is recommended prior to any curative
treatment
Bronchoscopy is the recommended test to obtain a pathological A

diagnosis of centrally located tumours in stages I-llI

Diagnosis and
pathology/molecular

The pathological classification NOS should be used only in cases where it is impossible to

biology obtain enough tissue for further classification v.A
Summary of recommendations
The WHO classification of adenocarcinoma subtypes should be used [, A
FDG-PET may contribute to the selection of patients for anatomical sublobar resections as low
. . L 1, A
SUVmax values of peripheral tumours indicate lack of mediastinal metastases
The diagnostic approach to non-calcified pulmonary nodules should be based on existing i A

standard guidelines
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Occult carcinoma
u
G “DELINES Stage 0 Tis NO MO
T1a(mi)
Stage A1 T1a NO MO
Stage 1A2 T1b NO MO
Sta in and riSk Stage 1A3 T1c NO MO
g g Stage IB T2a NO MO
assessment Stage IIA T2b NO MO
Stage grouping UICC TNM 8 T1a-c N1
Stage IIB T2a-b N1 MO
T3 NO
T1a-c N2
T2a-b N2
Stage IIIA T3 N1 MO
T4 NO
T4 N1
T1a-c N3
Brierley JD et al (eds). TNM Classification of T2a-b N3
Malignant Tumours, 8th edition: John Wiley & Stage Il T3 N2 MO
Sons, Inc., Oxford, 2016. Reprinted with T4 N2
permission from John Wiley & Sons, Inc.
T3 N3
Stage IIIC MO

m T4 N3
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-
N N
. . [ Mediastinal LNs negative } [ Mediastinal LNs positive ]
Staging and risk ; 7
' \/ "y '@ \/ )
cNO cN1
assessment o
peripheral tumour central tumour
(outer third of the lung) Tumour >3 cm
Locoregional LN staging in patients with and 5 (mainly AdenoCa with FDG uptake)
non-metastatic NSCLC L Rinout.=< &n J A J
’ N . &
Tissue confirmation: ) ] )
(A) In tumours > 3 cm (mainly in adenocarcinoma with high FDG EBUS/EUS T'ss”EeBclj’g/f'E’l’J‘;at'°"5
uptake) invasive staging should be considered v.?\TVI ©)
(B) Depending on local expertise to adhere to minimal requirements { (B) )
for staging Y 53 = N .
([ e ) il Mediastinal LNs
(C) Endoscopic techniques are minimally invasive and are the first Mediastinal LNs negative L Mediastinal LNs positiveJ negative on EBUS/EUS
choice if local expertise with EBUS/EUS needle aspiration is - 7 - T g
available q \/ )
VAM

(D) Due to its higher NPV, in the case of PET-positive or CT-enlarged L (D) )
mediastinal LNs, VAM with nodal dissection or biopsy remain s ' 1
indicated when endoscopic staging is negative. Nodal dissection has e e ) NV ( hd )
an increased accuracy over biopsy (UL ETVETEE T 8K 4| Mediastinal LNs positive | | Mediastinal LNs negative
De Leyn P et al. Eur J Cardiothorac Surg 2014;3:787-98. Reprinted V4
with permission. > <
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Staging and risk
assessment

Locoregional staging

Summary of recommendations LoE, GoR

The size of the invasive component should be used to assign T category 1, A
Subsolid lesions need dedicated radiological expertise for evaluation V, A
Two primaries should be separately evaluated, staged and treated 1, A
Endosonography is recommended for abnormal mediastinal/hilar LNs I, A
Needle aspiration under EBUS and/or EUS is preferred for pathological confirmation l, A
Mediastinoscopy is indicated if EBUS and/or EUS negative l, A
Screening brain MRI might be useful in patients considered for curative therapy I, B
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Contrast-enhanced chest and upper abdomen CT followed by PET or combined PET-CT with A
high resolution CT in patients planned for definitive treatment
*  Within 4 weeks before treatment I, B

Staging and risk
assessment Pathological confirmation is needed for single PET-positive distant lesions V,B

Staging for locally advanced
(stage lll) NSCLC

Pathological staging of the mediastinum is advised in operable N2 patients l, C
Brain imaging for initial staging should be carried out in patients planned for curative treatment I, B
Contrast-enhanced brain MRl is the preferred method for brain staging 1, A
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Staging and risk
assessment

Pre-treatment risk assessment

Summary of recommendations LoE, GoR

In non-metastatic NSCLC, the cardiopulmonary fitness of the patient determines the choice of
treatment

Risk-specific models can estimate the risk of postoperative morbidity/mortality

Assessment of cardiac and pulmonary function is necessary to estimate the risk of operative
morbidity

Recalibrated RCRI is recommended

No further investigations needed if FEV1 and DLCO > 80% of predicted values and no major
comorbidities

» For others, include exercise testing and split lung function

Comorbidities should be evaluated and optimised before surgery

In patients with limited pulmonary function due to emphysema, a lung volume reduction effect
may be observed after resection

11, A

1, B

11, A

1, A

11, A

I, A

I, B
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Staging and risk
assessment

Treatment recommendations for patients
with locoregional NSCLC, based on
imaging, invasive LN staging tests and
multidisciplinary assessment

*Category description according to CT imaging as in ACCP
staging document (Silvestri GA et al. Chest 2013;143(5

Suppl):e211S-508S)
**Refer to slide ‘Treatment: Locally advanced NSCLC
(stage Ill) — Resectable’

Imaging CT-Scan*

Invasive
LN Result

Category of N2

Therapeutic
Approach

No enlarged N2 nodes but : P
Ngei?;ﬁggrg?thﬁoﬁrr‘d central tumour or hilar LNs Eﬂeﬂg“{,?ﬁ?t‘;ﬂ:ﬁﬁtmal
Enlarged discrete N2 LNs
\V /l\‘ \/
Not reEHisrt:)t:1 i{) ﬁgative Not required
INO—N1H N2 H N3 I
l N

Surgery: unforeseen N2 Potentially resectable N2 Unresectable N2

multldlsclplmary assessment

N 3

Surgical multimodality
treatment

=
=

Adjuvant chemotherapy
(radiotherapy)

Non-surgical multimodality
treatment
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Staging and risk
assessment

Preoperative respiratory evaluation

Brunelli A et al. Eur Respir J 2009;34:17-41.

Reprinted with permission from the European
Respiratory Society.

Cardiac assessment: 1

low risk or treated patient J

< 35% or

v

FEV, 1 , Both
DLco J 7 > 80%
I
Either one < 80%

< 10 mL-kg-"-min-1

< 35% or
< 10 mL-kg-"-min-1

Lobectomy or pneumonectomy

are usually nor recommended.
Consider other options

S

35—75% or
10-20 mL- kg ‘min-'

Split functlon
ppo- FEV

ppo-0 L.co

At Ieast one < 30% Both > 30%

!

N

ppo-peak 10,

l

Resection up to calculated extent

Exerclse testing
Peak 10,

v

> 75% or
> 20 mL-kg-"min-'

Resection

up to pneumonectomy
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N
[ Reduced lung function? ]

(FEV, < 65%)
|

v v
Yes
Staging and risk ¢

based onTLG. RV PRV VG, T
assess me nt : asv(\allhc;/?)erex’pan’sion,1 etc.)’

1

Patients with clinical stage | lung cancer and Y v
limited pulmonary function due to emphysema “ Yes
v v
NV (" N ) N
Consider restrictive pathology with Moderately impaired lung function? Severely impaired lung function?
higher associated risks (ILD, IPF) g (FEV, 30-65%) ) (FEV, < 30%)
v v
f \/ N
Consider anatomy of emphysema, Consider non-surgical modalities
location of mass, LVRS candidacy (SBRT, RFA)
. /
|
5 _— 3
Yacoub WN et al. Semin Thorac Cardiovasc [ Non-ideal LVRS candidate Ideal LVRS candidate J
Surg 2010;22:38-43. us - - T
Reprinted with permission from Elsevier. Calculate COPD index Resection of mass
Predict postop FEV, with concomitant
Consider sublobar resection LVRS
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Staging and risk
assessment

Recalibrated thoracic revised cardiac
risk index

*|lschaemic heart disease: history of myocardial
infarction, history of positive exercise test, current

complaint of chest pain (myocardial ischaemia),
nitrate therapy, ECG with pathological Q waves
TCerebrovascular disease: transient ischaemic

attack, stroke

Adapted from Brunelli A et al. Ann Thorac Surg
2010;90:199-203

Ischaemic heart disease* 1.5

History of cerebrovascular diseasef 1.5

Serum creatinine > 2 mg/dL 1

Pneumonectomy planned 1.5

e [

A 0

B 1-1.5

C 2-2.5

D >25
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Staging and risk
assessment

Preoperative cardiac evaluation

*Original RCRI weighted factors: high-risk surgery
(including lobectomy or pneumonectomy); ischaemic heart

disease (prior myocardial infarction, angina pectoris); heart
failure; insulin-dependent diabetes; previous stroke or TIA;
creatinine > 2 mg/dL

Brunelli A et al. Eur Respir J 2009;34:17-41. Reprinted
with permission from the European Respiratory Society.

RCRI: at least 3 weighted factors* or
1) Any cardiac condition requiring medications

2) A newly suspected cardiac condition
3) Inability to climb two flights of stairs

History

Physical examination
Baseline ECG
Calculate RCRI

( N

Cardiac consultation with non-invasive cardiac
testing treatments as per AHA/ACC guidelines

! !

(" \/
. . Continue with ongoing cardiac care
Need for coronary intervention - e 2
(CABG or PCl) Institute any needed new medical interventions

(i.e. beta-blockers,anticoagulants or statins)

A

Postpone surgery

)

Lung function tests ¢
for = 6 weeks v
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Summary of recommendations LoE, GoR
cuncapracrice I R

G"IDEI_'NES Surgery is the preferred treatment for stages | and Il
«  Recommended for patients with only a non-centrally located resectable tumour on both I, A
CT and PET images
* Anatomical resection is preferred over wedge resection hin
Treatment Segmentectomy acceptable for pure GGO lesions or adenocarcinomas in situ or with minimal I B
invasion ’
Early NSCLC (stages | and Il)
— Surgery Lobectomy is the standard surgical treatment of tumours = 2 cm with solid appearance LB
on CT ’
LN dissection conform to IASLC specifications for staging 1, A
Thoracotomy or VATS access can be carried out as appropriate according to A
surgeon expertise ’
VATS is the preferred choice in stage | V,C
Complete resection is recommended whenever possible in patients with multifocal disease T
«  All patients with multifocal lung cancer should be discussed by an MDT |
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Treatment

Early NSCLC (stages | and Il)
— Systemic therapy

Summary of recommendations LoE, GoR

Should be offered in resected stage Il and Ill patients [, A
Should be discussed in resected stage IB patients with primary 0B
tumour > 4 cm ’
Adjuvant ChT
Pre-existing comorbidity, time from surgery and postoperative VA
recovery should be evaluated by an MDT ’
A two-drug combination with cisplatin is preferable A
(cisplatin/vinorelbine is the most frequently studied regimen) ’
Targeted agents should not be used in the adjuvant setting I, A
Adjuvant ChT after surgery is preferred over neoadjuvant before surgery I, C
(Neo)adjuvant anti-PD(L)-1 checkpoint inhibitors are under evaluation in combination with
standard of care
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GllIDEl_lNES SABR/SBRT in stage | is the treatment of choice at a biologically equivalent LA
tumour dose of = 100 Gy to the encompassing isodose ’
SABR is associated with low toxicity in peripheral lung tumour in elderly and o
: COPD patients ’
Primary
radiothera
Treatment by Salvage surgery may be offered to patients with complications post-SABR V,B
For medically inoperable patients with tumours > 5 cm and/or moderately central
Early NSCLC (stages and location, radical RT using more conventional or accelerated schedules is I, A
— Radiotherapy
recommended
Radiofrequency Patients with stage | NSCLC with strong contraindications for surgery and/or V. C
ablation SABR may be treated with RFA ’
PORT is not recommended in completely resected cases l, A
PORT should be discussed if R1 resection (positive resection margin, VB
chest wall) ’
Postoperative
radiotherapy Adjuvant ChT should be considered in stage IB with R1 resection and stage Il and v A
Il with primary tumour > 4 cm ’
RT should follow ChT when both are given in the adjuvant setting V,C
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Treatment

Locally advanced NSCLC (stage Ill)
— Systemic therapy

Summary of recommendations LoE, GoR

Platinum-based ChT (preferably cisplatin) is recommended when given with a

L [,A
curative intent
Perioperative treatment with cisplatin-based combinations are the treatment of choice; [,A
3-4 cycles are recommended
»  Cisplatin minimum total cumulative dose of 300mg/m2 II,B

(Neo)adjuvant anti-PD-(L)1 checkpoint inhibitors are under evaluation in combination
with standard of care; checkpoint inhibitors are under evaluation also as consolidation after
CRT
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Adjuvant ChT should follow after surgery for N2 disease documented only intra-operatively l, A
PORT after complete resection may be an option after individual risk assessment V,C
Treatment In case of single station N2 disease by preoperative pathological analysis, resection followed by vV C

ChT, induction ChT followed by surgery or CRT followed by surgery are options

Locally advanced NSCLC (stage Ill)

- Resectable After preoperative ChT alone, PORT may be an option according to the locoregional

. IV, C
relapse risks
Concurrent definitive CRT is preferred in multistation N2/N3 l, A
Multimodality treatment strategy decisions should be evaluated by experienced MDT IV, C
Concurrent CRT induction followed by definitive surgery
» Treatment of choice is potentially resectable superior sulcus tumours A
« May be used for potentially resectable T3 or T4 central tumours in highly selected cases at I, B

experienced centres

» Surgery should be carried out within 4 weeks from RT I, B
There is no role for prophylactic cranial RT in stage |l [, A
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Summary of recommendations LoE, GoR

Concurrent CRT is the treatment of choice for unresectable stage IlIA and IlIB

Treatment » If not possible, ChT followed by definitive RT is a valid alternative LA
» Cisplatin-based ChT is optimal for combination with RT in stage Il ’

Locally advanced NSCLC (stage Ill) . P 9

_ Unresectable « For CRT in stage Ill, 2-4 cycles of concomitant ChT should be delivered
For concurrent CRT, 60-66 Gy in 30-33 daily fractions is recommended A
* The maximum treatment time should not exceed 7 weeks Il B
‘Biological intensification’ is not standard practice in concurrent CRT schedules [, B
In sequential approaches, RT over a short treatment time is recommended l, A
There is no role for prophylactic cranial RT in stage Il [, A
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Treatment

Personalised Medicine/Immunotherapy

Summary of recommendations

There is no role for targeted agents in stage Ill outside clinical trials l, A

Immunotherapy is under evaluation in early stages as (neo)adjuvant therapy and as
consolidation after CRT; data should be awaited before any clinical use
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Patients treated with radical intent should be followed for treatment-related complications, detection A
of treatable relapse or occurrence of second primary lung cancer ’
FO"OW-up Surveillance every 6 months for 2 years with history, physical examination and contrast-enhanced B
chest CT at least at 12 and 24 months, thereafter every 12 months is recommended ’
Long-term implications
and survivorship
Frequency of follow-up visits:
«  6-monthly CT scans for 3 years is recommended for patients suitable for salvage treatment Ill, B
» Individually adapted for those not suitable for salvage treatment V. B
FDG-PET is recommended when recurrence after SABR is suspected based on spiral chest CT I, B
Patients suitable for salvage therapy should undergo a biopsy, whenever possible I, B
Patients should be offered smoking cessation with behaviour techniques and pharmacotherapy l, A
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Disclaimer and how to obtain more information

This slide set provides you with the most important content of the full ESMO Clinical Practice Guidelines (CPGs) on the management of early-stage,
locally advanced non-small-cell lung cancer (NSCLC). Key content includes diagnostic criteria, staging of disease, treatment plans and follow-up.

The ESMO CPGs are intended to provide you with a set of recommendations for the best standards of care, using evidence-based medicine.
Implementation of ESMO CPGs facilitates knowledge uptake and helps you to deliver an appropriate quality of focused care to your patients.

This slide set contains information obtained from authentic and highly regarded sources (www.esmo.org). Although every effort has been made to
ensure that treatment and other information are presented accurately in this publication, the ultimate responsibility rests with the prescribing

physician. Neither the publisher nor the ESMO Guidelines Committee can be held responsible for errors or for any consequences arising from the
use of information contained herein. For detailed prescribing information on the use of any product or procedure discussed herein, please consult the

prescribing information or instructional material issued by the manufacturer.

The slide set can be used as a quick reference guide to access key content on evidence-based management and individual slides may be used for
personal presentation in their present version and without any alterations. All rights reserved.

© 2018 European Society for Medical Oncology
Please visit www.esmo.org or oncologypro.esmo.org to view the full guidelines.
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Discover the ESMO
Patient Guide Series

Based on the ESMO Clinical Practice Guidelines and designed to assist
your patients, their relatives and caregivers to better understand the
nature of different types of cancer, evaluate the best available
treatment choice and address patient concerns.

Available titles include:

Non-Small-Cell Lung Cancer

Personalised Medicine

Survivorship

Immunotherapy-Related Side Effects and Their Management
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and patient organisations, and each title is available in several languages. ! o
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