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[ Abstract ] Standard treatment for resectable I1la/N2 non-small-cell lung cancer (NSCLC) is still under debate.
Optional treatments include chemotherapy, radiotherapy and surgery, other options include target therapy and immunother-
apy. Multidisciplinary treatment has therefore been emphasized by various clinical trials, including bimodality strategy which
has been defined as chemotherapy plus surgery or chemotherapy plus radiotherapy, and trimodality treatment which refers to
chemotherapy plus surgery and radiotherapy. However, there is still no consensus on the optimal strategy on treating resectable
IIIa/N2 NSCLC. Therefore, we reviewed a series of phase II and III clinical trials as well as some meta-analyses and case reports
to compare the efficacy of different strategies on survival of ctN2 NSCLC, and concluded that for resectable IITa/N2 NSCLC
surgery is recommended, and that strategy of chemotherapy plus surgery may not achieve better survival than that of chemo-

therapy plus radiotherapy. Size of tumor as well as lymph nodes should be taken into account when choosing optimal therapy,
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so that promising individualized strategy could be given to patients with resectable stage IIIa/N2 NSCLC.

[ Keywords ] Resectable I11a/N2 non-small cell lung cancer; Chemotherapy; Radiotherapy; Surgery
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Tab 1 List of clinical researches on treating llla/N2 NSCLC

Year Research Phase n Conclusion

Multidisciplinary treatment

2006 ANITA ] 840 Chemotherapy after surgery prolonged OS compared to placebo,
especially in stage Il NSCLC

2008 ANITA ]l 840 Radiotherapy prolonged 5-year OS in stage pN2 NSCLC; Chemo-
radiotherapy achieved longer OS than chemotherapy

2009 INT0139 ]l 396 Chemo-radiotherapy significantly prolonged PFS and OS after surgery

2014 Aggarwal et al Retrospective 219 Lobectomy after chemo-radiotherapy achieved long OS

2015 Pless et al ]l 232 Chemotherapy plus radical surgery has no significant difference in EFS
and OS compared to trimodality treatment

Target therapy

2014 SELECT Il 100 Erlotinib prolonged DFS as 2 years after surgery and chemo-
radiotherapy in la-llla NSCLC

2015 RADIANT i 161 Erlotinb prolonged DFS in mEGFR mutation after radical resection
compared to placebo (P>0.05)

2018 ADJUVANT i 222 Gefitinib plus chemotherapy prolonged mPFS in EGFR mutation after
radical resection (P>0.05)

2018 EVAN Il 102 Erlotinib prolonged 2-/3-year DFS in stage IlIA EGFR mutation after
radical resection (P>0.05)

Other therapies

2008 Tsuboi et al Il 24 S-1 prolonged OS in NSCLC after radical resection

2017 Okumura et al Il 87 S-1 achieved better effects than S-1 plus chemotherapy in stage II-1l
NSCLC after surgery

2018 Fordeetal ] 20 Nivolumab achieved promising pathological response as neoadjuvant

therapy

NSCLC: non-small cell lung cancer; EGFR: epidermal growth factor receptor; OS: overall survival; PFS: progression-free survival; DFS: disease-

free survival; EFS: event-free survival.

RTHEVE BEHLX BRI SRS ZR 50T T SR EA T HEER

2 % X

1 Bradbury P, Sivajohanathan D, Chan A, et al. Postoperative adjuvant
systemic therapy in completely resected non-small-cell lung cancer: a

systematic review. Clin Lung Cancer, 2017, 18(3): 259-273. e8. doi:

10.1016/.c11c.2016.07.002

2 Goldstraw P, Crowley J, Chansky K, et al. The IASLC Lung Cancer
Staging Project: proposals for the revision of the TNM stage groupings
in the forthcoming (seventh) edition of the TNM Classification of
malignant tumours. J Thoracic Oncol, 2007, 2(8): 706-714. doi: 10.1097/

JTO.0b013e31812f3cla

3 Tsuboi M, Kondo K, Takizawa H, et al. A feasibility study of postoperative
adjuvant chemotherapy with fluoropyrimidine S-1 in patients with stage

IL-IIIA non-small cell lung cancer. ] Med Invest, 2018, 65(1.2): 90-95. doi:

10.2152/jmi.65.90

4 Decaluwe H, De Leyn P, Vansteenkiste J, et al. Surgical multimodality
treatment for baseline resectable stage IIIA-N2 non-small cell lung
cancer. Degree of mediastinal lymph node involvement and impact on
survival. Eur ] Cardiothoracic Surg, 2009, 36(3): 433-439. doi: 10.1016/
j.ejcts.2009.04.013

S Eberhardt WE, De Ruysscher D, Weder W, et al. 2" ESMO Consensus
Conference in Lung Cancer: locally advanced stage III non-small-cell
lung cancer. Ann Oncol, 20185, 26(8): 1573-1588. doi: 10.1093/annonc/
mdv187

6 Massard G, Renaud S, Reeb J, et al. N2-IIIA non-small cell lung cancer: a
plea for surgery! ] Thorac Dis, 2016, 8(Suppl 11): S49-SS4. doi: 10.21037/
td.2016.09.34

7 Betticher DC, Hsu Schmitz SE, Totsch M, et al. Mediastinal lymph node
clearance after docetaxel-cisplatin neoadjuvant chemotherapy is prognostic

of survival in patients with stage IIIA pN2 non-small-cell lung cancer:
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a multicenter phase II trial. J Clin Oncol, 2003, 21(9): 1752-1759. doi:
10.21037/jtd.2016.09.34

Mansour Z, Kochetkova EA, Santelmo N, ef al. Persistent N2 disease after
induction therapy does not jeopardize early and medium term outcomes of
pneumonectomy. Ann Thoracic Surg, 2008, 86(1): 228-233. doi: 10.1016/
j-athoracsur.2008.01.019

Douillard JY, Rosell R, De Lena M, et al. Impact of postoperative radiation
therapy on survival in patients with complete resection and stage I, II,
or IITA non-small-cell lung cancer treated with adjuvant chemotherapy:
the adjuvant Navelbine International Trialist Association (ANITA)
Randomized Trial. Int ] Radiat Oncol Biol Physics, 2008, 72(3): 695-701.
doi: 10.1016/j.ijrobp.2008.01.044

Pless M, Stupp R, Ris H-B, et al. Induction chemoradiation in stage IIIA/
N2 non-small-cell lung cancer: a phase 3 randomised trial. Lancet, 2015,
386(9998): 1049-1056. doi: 10.1016/S0140-6736(15)60294-X

Mauguen A, Pignon JP, Burdett S, et al. Surrogate endpoints for overall
survival in chemotherapy and radiotherapy trials in operable and locally
advanced lung cancer: a re-analysis of meta-analyses of individual
patients’ data. Lancet Oncol, 2013, 14(7): 619-626. doi: 10.1016/S1470-
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