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Overview
• International consensus definition of “resectable” stage III Non-small 

Cell Lung Cancer (OA06.03, OA06.05)
• Surgical outcomes from the AEGEAN study (Neoadjuvant Durvalumab 

+ Chemotherapy Followed by Adjuvant Durvalumab in Resectable 
NSCLC, OA12.05)
• Implications of the 9th edition of TNM Classification for lung cancer 

on stage III resectability and trial design (PL04.03)
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EORTC Survey
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• No consensus on the definition of “resectable” stage III NSCLC
• Part of Delphi consensus project to establish a multidisciplinary 

consensus 
• Survey sent to members of EORTC, ESTS, ETOP, ESTRO, ERS, and 

IASLC
• Definition of consensus: 75% agreement among participants



EORTC Survey
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• N2 (ipsilateral mediastinal and/or subcarinal nodes) definition
• Number of stations
• N2 single: single station, non-bulky (≤3cm), discrete
• N2 multi: multi-level, non-bulky (≤3cm), discrete

• Size and invasion
• N2 bulky: bulky (>3cm) and discrete
• N2 invasive: invasive growth



EORTC Survey
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38%

27%

16%

13%
6%

Thoracic surgeon

Radiation oncologist

Oncologist

Pulmonologist

Other

558 respondents 
− 80% >5 years of experience

− 81% specialized center

− 72% Europe

− 77% Treat >20 pts stage III NSCLC annually



Group Consensus

Johannes Kratz, University of California, San Francisco

• EORTC Lung Cancer Group members PLUS
• European Thoracic Oncology Platform (ETOP), European Society of Thoracic Radiation 

Oncology (ESTRO), European Society of Thoracic Surgery (ESTS), European Respiratory 
Society (ERS), International Association for the Study of Lung Cancer (IASLC), European 
Society of Pathology (ESP), and the EORTC Imaging Group

Systematic 
Review

International
Survey

Clinical Cases
Discussion

Delphi Process  
Consensus reached

(F2F + online meetings)
Abstract 2023-RA-2409-WCLCAbstract 2023-RA-2551-WCLC Abstract 2023-RA-2574-WCLC
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N0 N1
N2 SINGLE
(non-bulky, 

non-invasive)

N2 MULTI
(non-bulky, 

non-invasive)
N2 BULKY¶ N2 INVASIVE N3

T1-2 NOT STAGE III
DISEASE

NOT STAGE III
DISEASE RESECTABLE POTENTIALLY 

RESECTABLE* UNCLEAR UNRESECTABLE UNRESECTABLE

T3 size / satellite / 
invasion

NOT STAGE III
DISEASE RESECTABLE RESECTABLE POTENTIALLY 

RESECTABLE* UNRESECTABLE UNRESECTABLE UNRESECTABLE

T4 size / satellite RESECTABLE RESECTABLE RESECTABLE POTENTIALLY 
RESECTABLE* UNRESECTABLE UNRESECTABLE UNRESECTABLE

T4 invasion POTENTIALLY 
RESECTABLE§

POTENTIALLY 
RESECTABLE§

POTENTIALLY 
RESECTABLE§

POTENTIALLY 
RESECTABLE*§ UNRESECTABLE UNRESECTABLE UNRESECTABLE

*Multiple station N2: case-by-case discussion; the exact number of nodes/stations cannot be defined
¶Bulky N2: lymph nodes with a short-axis diameter >2.5-3 cm; in specific situations of highly selected patients, including those patients in multidisciplinary trials 
with surgery as local therapy can be discussed
§Some T4 tumours by infiltration of major structures are potentially resectable – see Table 1



EORTC Conclusions
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• Survey indicated substantial agreement and disagreement on oncological resectability 
in the substages of stage III NSCLC
• Consensus :26/37 (70%) TN-combinations 
• No consensus: 11/37 (30%) TN-combinations
• Thoracic surgeons considered a larger proportion of TN-stages to be potentially resectable

• Delphi consensus definitions: should be used for inclusion in clinical trials
• These definitions can benchmark surgical R0 resection rates for “resectable” stage III 

disease
• The final decision on the best treatment strategy is out of the scope of this initiative
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AEGEAN Study
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Randomization stratified by:
• Disease stage (II vs III)
• PD-L1 expression (≥1% vs <1%)

Placebo IV + 
platinum-based CT‡ 

Q3W for 4 cycles

Durvalumab 1500 mg IV 
Q4W for 12 cycles

Placebo IV
Q4W for 12 cycles

R
1:1

Durvalumab 1500 mg IV + 
platinum-based CT‡

Q3W for 4 cycles

Study population

• Treatment-naïve

• ECOG PS 0 or 1

• Resectable NSCLC* 
(stage IIA–IIIB[N2]; AJCC 8th ed)

• Lobectomy, sleeve resection, or 
bilobectomy as planned surgery*

• Confirmed PD-L1 status†

• No documented EGFR/ALK 
aberrations*

Su
rg
er
y§

Su
rg
er
y§

N=802 
randomized

Primary endpoints: pCR by central lab (per IASLC 20201) and EFS using BICR (per RECIST v1.1)

Key secondary endpoints: MPR by central lab (per IASLC 20201), DFS using BICR (per RECIST v1.1)¶ and OS¶

All efficacy analyses were performed on the mITT population (N=740), which included all randomized patients without documented EGFR/ALK aberrations

See prior talk from Dr. Wakelee, “Adjuvant/Neo-adjuvant Systemic Therapy“



AEGEAN Study
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• Why do surgeons worry about pre-op ICIs?
• Surgical Delay
• Surgical Feasibility

• Adhesions / loss of tissue planes
• Enlarged lymph nodes / lymphatic leaks after 

nodal dissections
• Inability to perform minimally invasive surgery

• Surgical Complications



AEGEAN - Delay
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D arm
(N=295)

PBO arm
(N=302)

No surgical delay, n (%) 244 (82.7) 235 (77.8)

Any surgical delay, n (%)* 51 (17.3) 67 (22.2)

Duration of 
delay, n (%)†

<2 weeks
2 to <4 weeks
4 to <6 weeks
≥6 weeks

28 (9.5)
12 (4.1)
7 (2.4)
4 (1.4)

38 (12.6)
22 (7.3)
3 (1.0)
4 (1.3)

Reason for surgical delay, 
n (%)‡

Logistical reasons
AEs
Unresolved toxicity from previous study treatments

D / PBO
SOC

Other

28 (9.5)
9 (3.1)
3 (1.0)

     1 (0.3)
     2 (0.7)
13 (4.4)

37 (12.3)
13 (4.3)
4 (1.3)

     2 (0.7)
     2 (0.7)
13 (4.3)



AEGEAN - Feasibility
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AEGEAN - Feasibility
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AEGEAN - Feasibility
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AEGEAN - Complications
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AEGEAN Conclusions
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• Addition of perioperative durvalumab to neoadjuvant CT did 
not adversely impact the timing or feasibility (approach or type 
of lung resection) of surgery
• Addition of perioperative durvalumab to neoadjuvant CT 

resulted in slightly higher R0 resection rates
• This perioperative regimen had a manageable surgical safety 

profile, similar to neoadjuvant CT alone
• = Happy Surgeons!



Overview
• International consensus definition of “resectable” stage III Non-small 

Cell Lung Cancer (OA06.03, OA06.05)
• Surgical outcomes from the AEGEAN study (Neoadjuvant Durvalumab 

+ Chemotherapy Followed by Adjuvant Durvalumab in Resectable 
NSCLC, OA12.05)
• Implications of the 9th edition of TNM Classification for lung cancer 

on stage III resectability and trial design (PL04.03)

Johannes Kratz, University of California, San Francisco



9th Ed Staging
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• 7th Edition – Jan 2010
• 8th Edition – Jan 2017
• 9th Edition – expected Jan 2024
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Proposed 9th Ed TNM Categories
T/M Label N0 N1 N2 N3
9th N2a N2b
T1 T1a ≤1 cm IA1 IIA IIB IIIA IIIB

T1b >1 to ≤2 cm IA2 IIA IIB IIIA IIIB
T1c >2 to ≤3 cm IA3 IIA IIB IIIA IIIB

T2 T2a IB IIB IIIA IIIB IIIB
T2a >3 to ≤4 cm IB IIB IIIA IIIB IIIB
T2b >4 to ≤5 cm IIA IIB IIIA IIIB IIIB

T3 T3 >5 to ≤7 cm IIB IIIA IIIA IIIB IIIC
T3 Invasion IIB IIIA IIIA IIIB IIIC
T3 Satellite nodules IIB IIIA IIIA IIIB IIIC

T4 T4 > 7 cm IIIA IIIA IIIB IIIB IIIC
T4 Invasion IIIA IIIA IIIB IIIB IIIC
T4 Ipsilateral nodules IIIA IIIA IIIB IIIB IIIC

M1 M1a Contralateral nodules IVA IVA IVA IVA IVA
M1a Pleural, pericardial effusion IVA IVA IVA IVA IVA
M1b Single Extrathoracic Lesion IVA IVA IVA IVA IVA
M1c1 Mult. Lesions, Single Organ system IVB IVB IVB IVB IVB
M1c2 Mult. Lesions, Mult. Organ systems IVB IVB IVB IVB IVB

Proposed 9th Ed TNM Categories
8th Ed TNM Categories
T/M Label N0 N1 N2 N3

T1 T1a IA1 IIB IIIA IIIB
T1b IA2 IIB IIIA IIIB
T1c IA3 IIB IIIA IIIB

T2 T2a IB IIB IIIA IIIB
T2a >3-4 IB IIB IIIA IIIB
T2b >4-5 IIA IIB IIIA IIIB

T3 T3 >5-7 IIB IIIA IIIB IIIC
T3 Inv IIB IIIA IIIB IIIC
T3 Sat IIB IIIA IIIB IIIC

T4 T4 > 7 IIIA IIIA IIIB IIIC
T4 Inv IIIA IIIA IIIB IIIC
T4 Ipsi Nod IIIA IIIA IIIB IIIC

M1 M1a Contr Nod IVA IVA IVA IVA
M1a Pleur IVA IVA IVA IVA
M1b Single Lesion IVA IVA IVA IVA
M1c Multiple Lesions IVB IVB IVB IVB

8th Ed Categories
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9th Ed Staging Conclusions
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• T descriptors: No change
• N descriptors: 

• Split N2 into single-station N2 (N2a) vs multiple-
station N2 (N2b)

• N2 disease ≠ stage III disease anymore!
• T1 single station N2 (N2a) disease: now stage IIB, 

could be considered directly surgically resectable
• T3 singe station N2 (N2a) disease: now stage IIIA, 

surgery can be considered
• Will impact clinical decision making and trial 

design for stage III disease!
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