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Letter  to  the  Director

NADIM II Study: What is  the Ideal Time for

Surgery in Stage IIIA Lung Cancer?

To the Director,

The optimal treatment of locally advanced stage IIIA (N2) non-

small cell lung cancer (NSCLC) remains an enigma. NSCLC accounts

for 80–85% of all cases, and approximately 20% of patients are diag-

nosed in this stage.1 Their survival prospects have changed thanks

to the recent NADIM II study2 published by the Spanish Lung Cancer

Group (GECP).

NADIM II is  an open-label, randomized, 2-arm, phase II, mul-

ticenter trial. Inclusion criteria were resectable clinical stage IIIA

patients with no known EGFR/ALK alterations. Those random-

ized to the experimental arm received neoadjuvant therapy with

nivolumab, paclitaxel, and carboplatin for 3 cycles every 21 days

followed by surgery.

The results of this study have generated great interest among

the scientific community, because it confirms the superiority of

the chemoimmunotherapy combination in patients with stage IIIA

NSCLC and the feasibility of surgery. However, several doubts per-

sist surrounding the surgical procedure.

In the NADIM II study, surgery was performed 42–49 days after

the first day of the third neoadjuvant chemoimmunotherapy treat-

ment cycle.

This is where the controversy emerges. Firstly, this approach

was designed by a multidisciplinary clinical team that decided on

tumour resectability without providing evidence to justify the most

appropriate timing of the surgical procedure.3 The study reports

only what was done, but does not discuss the optimal time between

the end of treatment and the date of surgery. This  period is cru-

cial, since tissue changes can determine technical intraoperative

difficulties.

Secondly, the changes that  follow chemoimmunotherapy, such

as tissue adhesions and fibrosis, increase the risk of postopera-

tive complications, including fistulas, anastomotic dehiscence, and

persistent air leak.4

Finally, future studies should record the main intraoperative

findings, including bleeding, adhesions, and tissue fibrosis after the

addition of neoadjuvant immunotherapy with nivolumab.

In conclusion, the results of the NADIM II  study mark a change

in our attitude to the treatment of resectable stage IIIA NSCLC, but

surgical issues still need to  be analyzed in depth.

We are still unsure of the ideal time to perform surgery to  avoid

encountering the many tissue changes that can increase the risk of

intra- and post-operative complications.

References

1. Siegel RL, Miller KD, Jemal A.  Cancer statistics, 2020. CA  Cancer J  Clin.
2020;70:7–30, http://dx.doi.org/10.3322/caac.21590.

2. Provencio-Pulla M,  Nadal E, Larriba JLG, Martinez-Marti A, Bernabé R, Bosch-
Barrera J, et al. Nivolumab + chemotherapy versus chemotherapy as neoadjuvant
treatment for resectable stage IIIA NSCLC: primary endpoint results of patholog-
ical complete response (pCR) from phase II  NADIM II trial.  JCO. 2022;40:8501,
http://dx.doi.org/10.1200/JCO.2022.40.16 suppl.8501.

3. Tan WL,  Chua KLM, Lin C-C, Lee VHF, Tho LM,  Chan AW,  et  al. Asian Thoracic
Oncology Research Group Expert Consensus Statement on optimal management
of  stage III NSCLC. J Thorac Oncol. 2020;15:324–43.

4. Torre W,  Sierra A. Postoperative complications of lung resection after induction
chemotherapy using Paclitaxel (and radiotherapy) for advanced non-small lung
cancer. J  Cardiovasc Surg (Torino). 2002;43:539–44.

Beatriz Raboso-Moreno a,∗, Jesús Isea de la Viña b,

Pedro Gato-Díaz b,  Marta Jiménez-Fernández b,

Beatriz Olaiz-Navarro b

a Servicio de Neumología, Hospital Universitario de  Getafe, Madrid,

Spain
b Servicio de  Cirugía Torácica, Hospital Universitario de Getafe,

Madrid, Spain

Corresponding author.

E-mail address: beatriz.raboso@salud.madrid.org

(B. Raboso-Moreno).

https://doi.org/10.1016/j.arbres.2022.08.014

0300-2896/© 2022 SEPAR. Published by Elsevier España, S.L.U. All  rights reserved.

https://doi.org/10.1016/j.arbres.2022.08.014
http://www.archbronconeumol.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.arbres.2022.08.014&domain=pdf
dx.doi.org/10.3322/caac.21590
dx.doi.org/10.1200/JCO.2022.40.16_suppl.8501
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0035
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
http://refhub.elsevier.com/S0300-2896(22)00574-9/sbref0040
mailto:beatriz.raboso@salud.madrid.org
https://doi.org/10.1016/j.arbres.2022.08.014

	NADIM II Study: What is the Ideal Time for Surgery in Stage IIIA Lung Cancer?
	References

