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Stage III NSCLC

Chemotherapy

Local-regional 

control

Therapeutically challenging subset 

Pts are treated for cure, but cure is elusive, 10-30%

High risk of 

systemic relapse

Surgery

Radiotherapy
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Stage III TNM subsets
T and M N0 N1 N2 N3

T1a/b/c IA IIA IIIA IIIB

T2a/b IB/IIA IIB IIIA IIIB

T3 IIB IIIA IIIB IIIC

T4 IIIA IIIA IIIB IIIC

M1a/b/c IVA/B/C IVA/B/C IVA/B/C IVA/B/C

While prognosis is similar, heterogeneous group w/ 

respect to treatment
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Stage III TNM subsets
T and M N0 N1 N2 N3

T1 IA IIA IIIA IIIB

T2a/b IB/IIA IIB IIIA IIIB

T3 IIB IIIA IIIB IIIC

T4 IIIA IIIA IIIB IIIC

M1a IV A/B/C IV A/B/C IV A/B/C IV A/B/C 

IIIA Non-N2
Resection + adjuvant tx similar to 

stage II

IIIA N2
Resection determined by bulk and extent 

of nodal disease

IIIB/C
Less evidence for curative benefit w/ 

resection
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Surgery for N2 IIIA NSCLC

N2 disease

Occult: clinical N0/N1 disease with appropriate staging (CT 

& PET/ EBUS/mediastinoscopy), where N2 involvement is 

found during or after resection

Discrete/Potentially resectable: pathologically proven 

malignant ipsilateral nodes diagnosed during clinical staging

Infiltrative/Unresectable: bulky or fixed, cannot be 

discerned and measured, encasing vessels and airways
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Ramnath, M. 

Chest, 2013.  
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Potentially Resectable N2

• Cure 30-35%

• pathologically proven malignant ipsilateral nodes 
at time of baseline clinical staging

• no management consistently proven superior

• node size, # involved stations, and 
institutional/practitioner bias guide treatment 
decisions

• Balancing survival and quality of life
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Ramnath, M. Chest, 2013.

3.5.2. In patients with discrete N2 involvement

by NSCLC identified preoperatively (IIIA), either

definitive chemoradiation therapy or induction

therapy followed by surgery is recommended 

over either surgery or radiation alone (Grade 1A)

Remark: As the data do not permit the selection of

one option or the other as superior, patient values

and preferences should factor significantly in the

decision.

Remark: All multimodality therapy should be 

performed in centers with experienced 

multidisciplinary teams that track their relevant 

clinical outcomes and are capable of minimizing and 

managing the toxicity and complications involved.

Remark: Further identification of patients more likely

to benefit from surgical resection after induction

therapy is not possible based upon pretreatment

characteristics. Decisions to pursue surgical 

resection after induction therapy should be made 

prior to initiation of any therapy.
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What is the role of pneumonectomy 

in N2+ IIIA NSCLC?
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Surgical 
Questions

• Does pneumonectomy have a role at all?

• What type of induction therapy is safe: chemotherapy or 

chemoradiotherapy?

• Is any radiation safe prior to pneumonectomy?

• Should patients with residual N2 disease undergo pneumonectomy?

• Can we identify patients with the greatest potential to benefit from 

resection?

• Surgical strategies for pneumonectomy after induction tx?

Many Pneumonectomy Questions
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Pneumonectomy N2+ IIIA?

Pro-pneumonectomy           No pneumonectomy

• Many single institution trials 

report acceptable mortality

• Increased mortality is artifact of 

surgical inexperience

• Multi-institutional trials report 

mortality >10-27%
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Pneumonectomy After Induction Tx
Intergroup trial 0139: 
• Pneumonectomy associated w/ increased 

mortality

• 30% pts had pneumonectomy

• Trial included bulky N2 & majority of 
resections not by general thoracic surgeons

• Operative mortality

• 1% lobectomy

• 27% pneumonectomy

Albain, K. Lancet, 200914



Pneumonectomy After Induction Tx

RTOG 0229/0839:
• High dose concurrent CXRT

• All experienced general thoracic 

surgeons

• 93  resections

• 77 lobectomy

• 16 ext resections

• Operative mortality:

• 1.3% lobectomy

• 18.8% ext resectionDonington, J. AATS, 2017.
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Cisplatin + Paclitaxel x 3

Cisplatin + Vinorelbine + 45 Gy XRT

Reassessed

XRT boost to 70Gy             Resection               

ESPATUE
• Prospective, randomized

• Closed early, poor response to 

initial tx, slow accrual

• No difference in OS or PFS

• 1/3 surgery pts underwent 

pneumonectomy, and additional 

1/3 extended resection

• Operative mortality

• 10% lobectomy

• 0% pneumonectomy

Eberhardt W, JCO 2015.

16



Swiss Trial:
• Prospective randomized, 232 pts

• Experienced surgical center in Europe

• Sequential chemo + XRT (44Gy) vs. chemo 

alone followed by surgery

• No improvement in survival w/ addition XRT

• Operative mortality 

•0.8% lobectomy

•4.5% pneumonectomy
Pless M, Lancet, 2015.

OS
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Pneumonectomy After Induction Tx

• 27 trials, XRT in 13

• 7% 30-day mortality

• Mortality higher

• Right > Left 

• 90-day > 30-day

• low volume centers

• XRT not associated w/ increased mortality 

Kim, A. JTCVS, 2012.  18



Pneumonectomy for IIIA NSCLC

• Bulk and extent of mediastinal nodes dictates 

treatment algorithms for N2 + stage IIIA

• Use of pneumonectomy remains controversial due to 

elevated operative mortality in prospective trials

• Further prognostic stratification may help to improve 

the management decisions

• Important to balance resectability w/ overall 

survival and quality of life
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