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Induction Ch-IO provides better EFS



OS data in Chemo-Immuno trials

Better OS in all patients, PD-L1>1% and stage III with chemo-IO compared to conventional chemo



CheckMate816

Earliest data from phase III RCT shows 5y-OS benefit from Ch-IO



CheckMate816

When there is no residual disease regardless of the treatment, patients live longer



• Main goals are EFS and OS

• Predictors:
• Pathological response (MPR, pCR)
• Downstaging
• R0

• All these predictors require LN evaluation
• Quality
• Acomplishment

Nodal 
assessment

MPR/pCR

R0Downstaging

“In the absence of distant metastasis, nodal involvement leads prognosis”
Rami-Porta, R. 2021



▪ What has been done on RCT’s?

▪ Why is LN evaluation important?

▪ Extent of LN evaluation
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Study (year) n cTNM Response assesment INVASIVE Restaging LN’s 

CheckMate816 
(2022)

35
8

IB-IIIA PET/CT within 7d prior to surgery 
(RECIST v1.1)

None

CTONG1103 
(2022)

72 IIIA N2 Chest-enchanced CT scan or PET/CT 
(RECIST v1.1)

None

AEGEAN (2023) 80
2

II-IIIB Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

Only if radiological progression 
suggesting pseudoprogression or NIF

NEOCOAST 
(2023)

83 IA3-IIIA Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

None

NADIM 2 (2023) 86 IIIA-B Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

None

NEOSTAR 
(2023)

42 IB-IIIA Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

None

Keynote 671 
(2023)

79
7

II-IIIB Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

None

Neotorch (2024) 40
4

IIA-IIIB Chest-enhanced CT scan or PET/CT 
(RECIST v1.1)

None

Preoperative LN assessment

DECISION WHETHER PROCEEDING TO SURGERY
 HAS BEEN BASED ON IMAGING CRITERIA (RECIST)



RECIST and Survival

40% MPR+pCR

No correlation imaging-path response (p=0.667)

With RECIST, we can be missing responders



Pathological response better predicted EFS than RECIST

RECIST

CheckMate816



• LLL cT1bN1 ADC (EBUS #7 neg, #11 pos) – 3 cycles Carbo-Paclitaxel-Nivolumab
• Restaging: SD RECIST (no suspicion of N2 involvement)

• Should have been more exhaustively staged?

• Is CT scan accurate enough for LN involvement?

Initial Postinduction

Ch-IO → Surgery



• Intraoperative: #11, #5, #7, #9 positive (N1+N2 multistation)

#11 #9

#5 #7

LLL

LUL

LUL
LLL

LLL



• LLL Sleeve lobectomy U-VATS

¿Inaccurate LN staging vs progression?



Study (year) n Drug cTNM Protocol Sampled lymph 
nodes

Stations (#) Downstaging 

CheckMate816 
(2022)

358 NIVO (ind) IB-IIIA Systematic sampling OR MLND
(right: 4R, 7, 9, 10R, 11R
Left: 5, 6, 7, 9, 10L, 11L)

18.5-19 - -

CheckMate 77T 
(2024)

461 NIVO (peri) IIA-IIIB Systematic sampling OR MLND
(right: 4R, 7, 9, 10R, 11R
Left: 5, 6, 7, 9, 10L, 11L)

- - -

NADIM 2 
(2023)

86 NIVO (ind) IIIA-B 3 N2 stations (#7) + 3 N1 stations (IASLC 
standards)

- - 37 YES – 4 NO

Keynote 671 
(2023)

797 PEMBRO 
(Peri)

II-IIIB Preferred: all N2 stations accesible/ 3 
N1 stations
Acceptable: 2 N2 stations (#7) and 1 N1 
station

- - -

AEGEAN 
(2023)

802 DURVA 
(Peri)

II-IIIB 3 lobe-specific N2(#7) and 1 N1
Formal ipsi N2 dissection if N2 disease

- - -

NEOCOAST 
(2023)

83 DURVA + 
other (ind)

IA3-
IIIA

Surgeon’s discretion and institutional 
standards

- - -

NEOSTAR 
(2023)

42 IPILIMUMA
B (ind)

IB-IIIA Surgeon’s discretion and specialty 
standards

- - -

Neotorch 
(2024)

404 TORIPALIM
AB (peri)

IIA-IIIB Surgeon’s standard for mediastinal (#7 
always)
(right: 4R, 7, 9, 10R, 11R
Left: 5, 6, 7, 9, 10L, 11L)

- - -

But, what has been done during the surgery…? Published results



Long-term survival is better after MLND compared to sampling



There is no published data from RCT’s regarding:
• Number of LN’s examined
• Stations examined
• Accomplishment of IASLC Complete Resection/R0 descriptor criteria
• Downstaging (N descriptor)
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▪ Why is LN evaluation important?

▪ Extent of LN evaluation
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Pathological 
response

Survival

Lymph 
nodes



129m vs 50m p<0.001103m vs 26m p<0.001

No MPR No MPR

MPR
MPR

Pathological response predicted DFS and OS with Chemotherapy



CheckMate816

pCR

No pCR

pCR is more frequent after Ch-IO, and these 
patients live longer



CheckMate816Pathological response as SV predictor

Direct correlation between RVT-PT and 2y-EFS



Double complete 
responders 

(primary + LN’s)

Single complete 
responders 

(primary or LN’s)

Partial 
responders 

Non-responders

(stable disease)
Progression

Prognostic subsets

1
2



CheckMate816

• 19% Double complete responders (A)
• 19% Single complete responders (B)
• 62% Partial responders (C)

pCR in BOTH primary tumor and LN’s predicted 
the best EFS

A
B

C

A

B
C



ypT(pCR) 42%

ypN0 74.1%

Correlation between ypT (pCR) and ypN0
Complete response at any site, better SV than not complete response

n=81 cN+ with induction
 cIIIA-C 87.7%
 cN1 29.6%
 cN2 60.5%
 cN3 9.9%



ypT(pCR) + ypN0 show better survival
(DOUBLE COMPLETE RESPONDERS)

n=81 cN+ with induction
 cIIIA-C 87.7%
 cN1 29.6%
 cN2 60.5%
 cN3 9.9%



How to be sure a patient is a double complete responder?



▪ What has been done on RCT’s?

▪ Why is LN evaluation important?

▪ Extent of LN evaluation

Index of contents



Absence of residual disease is crucial for survival

R1

R0



R descriptor and Complete resection definition

Collaborative effort for better describing complete resection

Did not consider the intensity of nodal assessment



Complete Resection
Free resection margins proved microscopically (bronchial, venous and 
arterial stumps, peribronchial soft issue, any peripheral margin near the 
tumor or of additionally resected tissue)

Systematic nodal dissection in its wider form or, if it is not performed, 
lobe-specific systematic nodal dissection: The latter implies dissection 
and histological examination of intrapulmonary (lobar, interlobar and 
segmental) and hilar nodes and, at least, three of the following mediastinal 
nodal stations depending
on the lobar location of the primary tumor. 

• For right upper and middle lobes, these should include the 
subcarinal nodes and two of the following three stations: superior 
paratracheal, inferior paratracheal and pretracheal. 

• For the right lower lobe, the subcarinal and right inferior 
paratracheal nodes, and either

• the paraesophageal or pulmonary ligament nodes. 
• For the left upper lobe, subcarinal, subaortic and anterior 

mediastinal nodes. 
• For the left lower lobe, subcarinal, paraesophageal and 

pulmonary ligament nodes. 
The lymph node specimen should include, at least , six nodes, three 
removed from intrapulmonary and/or hilar stations and three removed 
from mediastinal stations, one of which must be the subcarinal station.

There should be no extracapsular extension of tumor in nodes removed 
separately or those at the margin of the main lung specimen.

The highest mediastinal node that has been removed must be negative.

Uncertain Resection (no R1-2 but…)

Resection margins are proved to be free of disease
microscopically

The intraoperative lymph node evaluation has
been less rigorous than systematic nodal dissection
or lobe-specific systematic nodal dissection
as described above.

The highest mediastinal node removed is positive

The bronchial margin shows carcinoma in situ.

Pleural lavage cytology is positive (R1 cy+).



Residual tumor descriptor (R) includes adequate LN assessment



≥6 lymph nodes: 3 from the intrapulmonary and/or hilar nodal stations and 3 from the 
mediastinal nodal stations, always including the subcarinal (#7)



There is no evidence of SV differences between Systematic and lobe-specific



R(un) presents lower SV than R0, but higher SV than R1-2



R(un) presents lower SV than R0, but higher SV than R1-2



pN-

pN+

All cases



R0 → R(un)

Main reason for R0 to R(un) reassignement is poor quality of LN evaluation



R(un) reassignement

Only in 40% of pN2 we can state the resection is 
complete (R0)

Only 50% of pN0 patients can be defined as R0

…what happens if we consider R(un)?



NADIM 2

CheckMate816

AEGEAN

Nivo+Chemo 83% vs 78% Chemo

94.7% vs 91.3% Chemo

Nivo+Chemo 94.3% vs 85% Chemo

¿IS R(un) BEING CONSIDERED IN Ch-IO TRIALS?



MLND/LSND

MLNS

No mediastinal 
nodes

R(un) resections present dose-response relationship regarding LN examination

R(un)



• In this age of new treatment modalities, should our standards regarding 
lymph node evaluation remain?

5y OS 45%

Induction ChT Induction ChT+IO



• Are survival benefits with Ch-IO the same regardless of lymph node 
assessment?

CheckMate816



• Until we develop or discover reliable predictive factors of survival, 
lymph node evaluation is crucial to determine:
• pathological response
• persistent nodal disease
• incomplete resections



• Insufficient nodal evaluation poses the patient into risk:
• Omit adjuvant therapy in patients with residual disease
• Omit relevant prognostic information
• Leave behind oligometastatic nodal disease

Inaccurate 
surgical 

evaluation 
of LN’s

Unreported 
data on LN 

assessment

Weak 
foundations on 
which to build 
recommendati

ons



• After induction Ch-IO, are there differences between Surgery and cCRT?



TRAE’s





¿Can cCRT be considered an alternative local treatment in some cases 
after induction Ch-IO?



dLN’s (draining lymph nodes)



• Pathological response is a predictor of survival after induction Ch-IO

• Residual disease poses the patient at higher risk of death

• Pathological complete response and residual disease descriptor can not be 
attributed if LN’s are not accurately examined during surgery

• Systematic or lobe-specific lymph node dissection should be the standard

• Combined effort between surgeons and pathologists is crucial to perform and 
describe sufficient nodal assessment

• Induction trials should accomplish these standards and report these data

• cCRT after induction Ch-IO should be studied as an alternative for some subsets of 
patients as local treatment modality

TAKE HOME MESSAGES
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