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ESMO NSCLC 2013 Clinical Practice Guidelines
　ESMO has been publishing guidelines for lung 
cancer since 2001, starting which was called this time 
“minimal clinical recommendations”.  Since guidelines 
have been updated yearly, their content has been 
adapted to the rapid developments in the field and 
the product is now called “ESMO clinical practice 
guidelines”. The development of ESMO guidelines 
follows a strict procedure under the responsibility of the 
ESMO guidelines committee and involves a structured 
review process by members of the ESMO faculty. New 
and updated guidelines are published in the Annals of 
Oncology and are accessible on the ESMO homepage. 
For lung cancer and selected other guidelines, a pocket 
book and a downloadable version for smartphones and 
other devices is also available. 

　The current guidelines process is accompanied by 
consensus meetings. In lung cancer consensus meetings 
took place in 2010 and 2013. At these meetings, over 
40 renowned experts in chest malignancies, including 
specialists in pathology and all involved treatment 
modalities discuss pre-prepared questions on the 
diagnosis and treatment of lung cancer. The results 
of the consensus process are published in Annals of 
Oncology and taken into considerations in the guidelines 
process. 
　This presentation will focus on the ESMO clinical 
practice guidelines for early and advanced non-small cell 
lung cancer and reflect on the findings of the lung cancer 
consensus 2013 which will be published in full by the end 
of this year. 

（Centre Hospitalier Universitaire Vaudois, Switzerland）
Solange Peters
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教育セッション「ESMO Guideline for Lung Cancer」

Early and locally advanced non-small-cell lung cancer （NSCLC）: 
ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up

Summary of recommendations

Incidence/Epidemiology •  Screening with low-dose CT reduces lung cancer-related mortality [I, A].  
It is not yet ready for large-scale implementation, because of unanswered 
questions regarding the definition of the at-risk population, timing, interval 
and method of CT (particularly 2D versus 3D evaluation), how to handle 
(false) positive findings, and, especially, cost-effectiveness in relation to 
smoking cessation.
•  Screening with low-dose CT should not be offered on an individual basis. 
It can, however, be considered for current or former heavy smokers (≥30 
packyears or≤15 years since smoking cessation) aged 55‒74 years, who are 
well informed about potential benefits and risks, and who are referred to a 
dedicated screening programme in an experienced multidisciplinary team [I, B].
•  Other screening methods, such as chest X-ray, sputum analysis or 
biomarkers are not recommended for clinical use [I, C].

Diagnosis •  Bronchoscopy is the recommended method of obtaining a pathological 
diagnosis of centrally located tumours [III, A].
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•  The diagnostic approach to non-calcified pulmonary nodules should be based 
on existing guidelines [III, A].
•  A pre-treatment pathological diagnosis is recommended. In some patients 
with clinical stage I/II lesions, this is not feasible, and a high likelihood of 
malignancy based on assessment of clinical and imaging findings in an 
experienced multidisciplinary group may be considered sufficient [III, A].

Staging and risk assessment •  In non-metastatic NSCLC, detailed locoregional staging, according to the 
seventh TNM staging system, and the cardiopulmonary fitness of the patient 
determine the choice of treatment [III, A].
•  For patients with a non-centrally located resectable tumour and absence 
of nodal metastasis on both CT and PET images, surgical resection is 
recommended [I, A].
•  For patients with suspect mediastinal lymph node metastasis on CT or 
PET images (unless bulky) pathological confirmation of nodal disease is 
recommended [I, A].
•  The preferred first technique for pathological confirmation of suspect nodes 
is needle aspiration under EBUS and/or EUS guidance. Mediastinoscopy is 
the test with the highest negative predictive value to rule out mediastinal 
lymph node disease [I, A].
•  The risk of postoperative morbidity and mortality should be estimated using 
validated risk-specific models [III, A].
•  Formal lung function testing should be undertaken to estimate postoperative 
lung function. For patients with FEV1 and DLCO >80 % in their pulmonary 
function tests and no other major co-morbidities, surgical resection is 
recommended. For others, additional ergospirometry, echocardiography, 
coronary tests etc. may be warranted [III, A].
• Co-morbidities should be evaluated and optimised before surgery [III, A].

Treatment of early stages I and II Surgery should be offered to patients with stage I or II NSCLC who are willing 
to accept procedure-related risks [III, A].
•  Anatomical resection (lobectomy) is preferred over lesser resections such as 
wedge or segment resection [I, A].
•  Lymph node dissection should conform to IASLC specifications for staging 
[III, A].
•  Either open thoracotomy or VATS access can be utilised as appropriate to 
the expertise of the surgeon [III, A].
•  Adjuvant chemotherapy should be offered to patients with resected stage 
II or III NSCLC [I, A] and can be considered in patients with resected stage 
IB disease and a primary tumour >4 cm [II, B]. However, pre-existing co-
morbidity and postoperative recovery need to be taken into account in this 
decision.
•  For adjuvant chemotherapy, a two-drug combination with cisplatin is 
preferable [I, A]. In randomised studies, the attempted cumulative cisplatin 
dose was up to 300 mg/m², delivered in three to four cycles. The most 
frequently studied regimen is cisplatin‒vinorelbine.
•  Given the current state of knowledge, the choice of adjuvant therapy should not 
be guided by molecular analyses such as ERCC1 or mutation testing [IV, B].
•  Given the current state of knowledge, targeted agents should not be used in 
the adjuvant setting [II, A].
•  In view of the equivalence of neo-adjuvant and adjuvant chemotherapy for 
overall survival, the consistent results and broad evidence base support 
adjuvant chemotherapy as the timing of choice [I, A].
•  The non-surgical treatment of choice for stage I NSCLC is stereotactic 
ablative radiotherapy (SABR). The dose should be to a biologically equivalent 
tumour dose of≥100 Gy, prescribed to the encompassing isodose [III, A].
•  SABR for early-stage peripheral lung tumours is associated with low toxic 
effect in patients with COPD and the elderly [III, A].
•  For tumours with a size >5 cm and/or central location, radical radiotherapy using 
more conventional daily or accelerated schedules is recommended [III, A].
•  Postoperative radiotherapy in completely resected early-stage NSCLC is not 
recommended [I, A]. It can however be indicated after incomplete surgery [III, B].
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Treatment of locally advanced stage III •  Chemotherapy should be offered to all patients with LA-NSCLC who can 
tolerate it [I, A].
•  Cisplatin-based regimens (e.g. cisplatin‒etoposide or cisplatin‒vinorelbine) 
delivered concurrently with radiotherapy have been studied most extensively, 
and are therefore recommended [II, A]. Studies using carboplatin‒paclitaxel 
or other carboplatin-based combinations generally showed inferior outcomes, 
but may be chosen individually based on co-morbidity issues. The number of 
cycles ranges from two to four, and the cisplatin dose per cycle was in the 
range of 80 mg/m2 [III, B].
•  In sequential approaches, a platinum-based two-drug combination is the 
preferred choice, with the number of cycles ranging from two to four [I, A].
•  Carboplat in -based induct ion chemotherapy before concurrent 
chemoradiotherapy can generally not be recommended [I, C]. Data on 
cisplatin-based induction chemotherapy are few and individual patients may 
benefit from this approach [III, B].
•  Consolidation treatment with, e.g. docetaxel or an EGFR-tyrosine kinase 
inhibitor after concurrent chemoradiotherapy is not recommended [I, A].
•  The preferred treatment of unresectable LA-NSCLC is definitive concurrent 
chemotherapy and radiotherapy [I, A].
•  Definitive thoracic radiotherapy should be no less than the biological 
equivalent of 60 Gy in 2.0 Gy fractions [I, A].
•  In patients who are unfit to receive concurrent chemotherapy and 
radiotherapy, the sequential approach should be offered as an alternative 
treatment with curative intent [I, A].
•  In non-concurrent schedules, radiotherapy delivered in a short overall 
treatment time is recommended [I, A].
•  For resectable LA-NSCLC, especially single nodal stage N2 disease, both 
definitive chemoradiotherapy and induction therapy followed by surgery are 
options [II, A].
•  Surgery is preferably considered in patients in whom a complete resection 
by lobectomy is expected [II, B]. More complex surgical resections after 
induction treatment should be carried out in experienced centres [III, B].
•  Routine use of PORT is, as yet, unproven but it may be considered in N2 
patients after resection. In these cases, radiotherapy was delivered after 
chemotherapy in randomised studies. PORT is indicated after incomplete 
surgery [III, B].

Follow-up •  NSCLC patients treated with radical intent should be followed for treatment-
related complications, detection of treatable relapse or occurrence of second 
primary lung cancer [III, A].
•  A follow-up visit every 3‒6 months is recommended during 2‒3 years, less 
often̶e.g. annually̶ thereafter [III, B].
•  For follow-up, history and physical examination, chest CT and, to a lesser 
extent, chest X-ray, are appropriate tools [III, B].
•  NSCLC patients should be offered smoking cessation, as this leads to 
superior treatment outcomes. Combining behaviour techniques with 
pharmacotherapy is the preferred approach [I, A].
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Metastatic non-small-cell lung cancer (NSCLC): ESMO Clinical Practice Guidelines for diagnosis, 
Summary of recommendations

Topic Recommendations

Diagnosis •  Pathological diagnosis should be made according to the WHO classification 
and the IASLC classification of adenocarcinoma.
•  Specific subtyping of all NSCLCs is necessary for therapeutic decision-
making and should be carried out wherever possible.
•  Predictive immunohistochemistry should be used to reduce the NSCLC-NOS 
rate to fewer than 10% of cases diagnosed.
•  Adequate tissue material for histological diagnosis and molecular testing 
should be obtained to allow individual treatment decisions.
•  Re-biopsy at disease progression should be considered.
•  EGFR mutation status should be systematically analyzed̶with sequencing as 
a standard̶in advanced NSCLC with a nonsquamous histology [II, A].
•  Testing is not recommended in patients with a confident diagnosis of 
squamous cell carcinoma, except in never/former light smokers (<15 packs 
per year) [II, A].
•  ALK activity can be efficiently targeted by the TKI crizotinib, and routine 
testing for ALK rearrangements should be discussed where this drug is 
available.
•  Testing may focus upon a non-squamous histology and never/former 
light smokers especially in the absence of an activating (sensitizing) EGFR 
mutation or a KRAS mutation [II, A].
•  Detection of the translocation by FISH is standard, but immunohistochemistry 
may have a role in screening out negative cases.

Staging and risk assessment •  A complete history including smoking history and comorbidities, weight loss, 
PS and physical examination must be recorded.
•  Laboratory: standard tests including routine hematology, renal and hepatic 
function, and bone biochemistry tests are required. Routine use of serum 
markers̶such as CEA̶is not recommended.
•  Contrast-enhanced CT scan of the chest and upper abdomen should be 
performed.
•  Imaging of CNS is reserved for patients with neurological symptoms or signs.
•  Brain imaging should be performed in patients eligible for a loco-regional 
treatment. Magnetic resonance imaging (MRI) is more sensitive than CT scan.
•  Bone scan or local bone imaging is required in the presence of clinical 
suspicion of bony lesions not evaluable on a CT scan.
•  PET CT scan offers the highest sensitivity and is advised for mediastinal 
lymph nodes and distant metastasis assessment.
•  NSCLC is staged according to the UICC system (7th edition) and is grouped 
into the stage categories shown in Tables 1 and 2. Measurement of lesions 
should follow RECIST criteria v1.1.
•  In the presence of a solitary metastatic site on imaging studies, efforts 
should be made to obtain a cytological or histological confirmation of stage 
IV disease.
•  An evaluation of resectability or the suitability of radiotherapy with curative 
intent should be made in the context of a solitary brain or adrenal lesion or 
oligometastatic disease confined to the lungs: cardio-respiratory evaluation, 
brain imaging, PET and, if needed for decision-making, invasive mediastinal 
node evaluation.

Treatment strategy •  The treatment strategy should take into account the histology, molecular 
pathology, age, PS, comorbidities, and patient’s preferences.
•  Treatment decisions should be discussed within a multidisciplinary tumor 
board.
• Systemic therapy should be offered to all stage IV patients with PS 0‒2 [I, A].
•  In any stage of NSCLC, smoking cessation should be highly encouraged 
because it improves the outcome.
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First-line treatment •  In the subgroup of non-squamous tumors and in patients treated with third-
generation regimens, including gemcitabine and taxanes, cisplatin should be 
the treatment of choice [I, B].
•  Pemetrexed is preferred to gemcitabine in patients with non-squamous 
tumors [II, B]. Pemetrexed use should be restricted to non-squamous NSCLC 
in any line of treatment.
•  Bevacizumab combined with a paclitaxel‒carboplatin regimen may be offered 
to patients with non-squamous histology NSCLC and PS0‒1 after exclusion 
of contraindications [I, A].
•  The combination of bevacizumab and other platinum based chemotherapies 
may be considered in eligible patients with nonsquamous NSCLC [I, A].
•  Non-platinum-based combination chemotherapy with third-generation agents 
should be considered only if platinum therapy is contraindicated [I, A].
•  The timing and duration of palliative first-line treatment: chemotherapy should 
be initiated while the patient has a good PS. For most patients, four cycles of 
chemotherapy are recommended, with a maximum of six cycles [II, B].

PS 2 patients:
•  Chemotherapy prolongs survival and possibly improves the QoL in NSCLC 
patients with a PS of 2, when compared with BSC [I, B]. Single-agent 
chemotherapy with gemcitabine, vinorelbine, and taxanes represents 
an option. Platinum-based combinations may also be considered as an 
alternative [II, B].
•  Poor PS (3‒4) patients should be offered best supportive care [II, B] in the 
absence of tumors with activating (sensitizing) EGFR mutations.

Elderly patients:
•  Single-agent chemotherapy is the standard of care for first-line therapy for 
clinically unselected elderly advanced NSCLC patients.
•  A survival advantage has been seen for combination therapy in patients aged 
70‒89 with PS0-2.
•  Platinum-based chemotherapy is the preferred option for elderly patients 
with PS 0‒1̶as well as selected PS2̶and adequate organ function. A single-
agent approach might remain the recommended treatment of elderly unfit 
or comorbid patients who are more likely to present with more treatment-
related adverse events [I, B].

Use of TKIs:
•  First-line treatment with a TKI (erlotinib or gefitinib) should be prescribed to 
patients with tumors bearing an activating (sensitizing) EGFR mutation [I, A].
• Patients with EGFR mutation and PS 3‒4 may also be offered an EGFR TKI [II, A].
•  In EGFR WT patients, EGFR TKIs are not recommended as first-line therapy, 
being inferior to chemotherapy [I, A].
•  Patients with NSCLC harboring an ALK rearrangement should be considered 
for crizotinib, a dual ALK and MET TKI, during the course of their disease.
Brain metastases treatment:
•  WBRT remains the standard treatment of limited-number metastatic brain 
lesions when local approaches are not possible.
•  Delaying WBRT after front-line cisplatin-based chemotherapy does not 
modify the OS according to a randomized phase III trial.
•  Systemic therapy is a reasonable option for patients with no or relatively 
minor symptoms from brain metastases with early radiotherapy intervention 
in the case of the development or progression of symptoms while on 
treatment [II, B].

Maintenance treatment •  In patients with a non-squamous histology, improvements in PFS and OS were 
observed with pemetrexed switch maintenance versus placebo following four 
cycles of platinum-based chemotheraphy.
•  Switch maintenance with erlotinib versus placebo demonstrated PFS and OS 
benefit in all histologies, with a greatest benefit in efficacy in patients with 
stable disease (SD) after induction treatment leading to a label restriction for 
such patients.
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•  Decisions about maintenance must take into account the histology, response 
to platinum-doublet chemotherapy, remaining toxicity after first-line 
chemotherapy, PS, and patient preference [I, B].
•  Any patient with a tumor bearing an activating (sensitizing) EGFR mutation 
should receive an EGFR TKI as maintenance, if not received as the first-line 
therapy [II, A].
•  Continuing pemetrexed following completion of first-line cisplatin plus 
pemetrexed chemotherapy is recommended in patients with a non-squamous 
histology [I, B].

Second-line treatment Patients clinically or radiologically progressing after first-line chemotherapy 
with PS 0‒2 should be offered second-line chemotherapy.
•  Comparable options as the second-line therapy consist of pemetrexed̶for 
a non-squamous histology only̶or docetaxel [I, B]. Erlotinib is an additional 
option in EGFR WT patients with PS 0‒3 [II, B].
•  Any patient with a tumor bearing an activating (sensitizing) EGFR mutation 
should receive an EGFR TKI as the second-line therapy, if not received 
previously [I, A].
•  Treatment may be prolonged if the disease is controlled and the toxicity 
acceptable [II, B].

Subsequent lines of
Treatment

•  Erlotinib is indicated for EGFR WT patients who have not yet received EGFR 
TKIs, with PS 0‒3 [II, B].
•  Any patient with a tumor bearing an activating (sensitizing) EGFR mutation should 
receive an EGFR TKI in any line of therapy, if not received previously [I, A].

Role of minimally invasive 
procedures in stage IV NSCLC

•  In case of symptomatic major airway obstruction or post-obstructive 
infection, endoscopic debulking by laser, cryotherapy, or stent placement 
may be helpful [III; C].
•  Endoscopy is useful in the diagnosis and treatment (endobronchial or by 
guiding endovascular embolization) of hemoptysis [III; C].
•  Vascular stenting might be useful in NSCLC-related superior vena cava 
compression [II; B].

Role of palliative surgery in stage IV 
NSCLC

• Recurrent pleural effusions can be managed by pleurodesis.
•  The preferred sclerosing agent is talc, which is more effective than bleomycin 
or tetracycline [II, B]; thoracoscopic insufflation with talc (poudrage) is more 
effective than talc slurry sclerosis [II, B].

Role of radiotherapy •  Radiotherapy plays a major role in symptom control in the case of bone and 
brain metastases and is also effective in treating pain related to chest wall, 
soft tissue, or neural invasion.
•  Neurological symptoms from spinal compression can be relieved by early 
radiotherapy.
•  Radiotherapy is indicated in cases of hemoptysis, symptomatic airway 
compression or obstruction, and following CNS and, sometimes, bone 
surgery [II; B].

Role of bisphosphonate
administration

•  Zoledronic acid reduces SRE (pathologic fracture, radiation/surgery to bone, 
or spinal cord compression) and is recommended in stage IV bone metastatic 
disease [II; B].
•  Denosumab is not inferior [I; A], and shows a trend toward superiority, to 
zoledronic acid in lung cancer in terms of SRE prevention [II; B].

Role of palliative-care
early intervention

•  Early palliative-care intervention is recommended, in parallel with standard 
oncologic care [I; A].

Response evaluation •  Response evaluation is recommended after two to three cycles of 
chemotherapy using the same initial radiographic investigation which 
demonstrated tumor lesions.
•  Follow-up with PET is not routinely recommended, due to its high sensitivity 
and relatively low specificity.
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•  Measurements and response reporting should follow RECIST 1.1 criteria. 
However, the adequacy of RECIST in evaluating the response to EGFR or ALK 
TKI in respective genetically driven NSCLC is debatable.

Treatment of
oligometastatic NSCLC

•  Stage IV NSCLC patients presenting with solitary metastases, if localized to 
brain, adrenals, or lung, can be treated with curative intent.
•  In the case of solitary brain metastasis, surgical resection followed by WBRT 
or alternatively radiosurgery ± WBRT might be beneficial. Further options 
include surgical resection of the primary lung combined with systemic 
chemotherapy [II; B], or definitive chemoradiotherapy, preferred in the case 
of locally advanced primary, such as solitary station N2 disease [III; B].
•  In cases of solitary̶histological proven̶adrenal metastasis, prolonged 
survival after resection of the adrenal and the primary tumor has been 
suggested in selected patients [II; B].
•  Solitary lesions in the contralateral lung should, in most cases, be considered 
as synchronous secondary primary tumors and treated, if possible, with 
surgery and adjuvant chemotherapy (if indicated), definitive radiotherapy or 
chemoradiotherapy [II;A].

Follow-up •  Close follow-up, at least every 6 weeks after first-line therapy, is advised but 
should depend on individual retreatment options [III; B].
•  Radiological follow-up should be considered every 6‒12 weeks to allow for 
early initiation of second-line therapy.


