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¢,Pueden o deben devolverse los pacientes con
afectacion mediastinica a la arena quirurgica?

Josep Belda. Cirujano Toracico
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Cirugia tras tratamiento neoadyuvante
Josep Belda. Cirujano Toracico i
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Tanto como puedan...

1. formen un buen equipo (MDT)

eviten operar pacientes cyN?2

2
3. eviten la neumonectomia
A

miren la mortalidad a 90 dias
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Probablemente... SOLO
deberian operarse yCNO-1

la neoadyuvancia para certificar el
downstaging ganglionar mediastinico

ALGUNOS
ALGUNAS

| > el “problema” de la reestadificacion tras
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[ N2 resecable tratado con induccion ]

,{ Downstaging mediastinico }\ { No downstaging mediastinico l

Factor de buen éFactor que contraindica

ronostico siempre la cirugia?
o P )\ P :

J
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The Treatment of Patients with Stage IIIA Non-
Small Cell Lung Cancer From N2 Disease: Who

Returns to the Surgical Arena and Who Survives
Robert J. Cerfolio, MD, Lee Maniscalco, BS, and Ayesha S. Bryant, MSPH, MD

Division of Cardiothoracic Surgery, University of Alabama at Birmingham, Birmingham, Alabama

Ann Thorac Surg 2008;86:912-20

clllA-N2 resecable. QT/RT neoadyuvante

A A
ycNO tras reestadificacion —PET-CT, EBUS, EUS-

v
...pero ypN2 —microscopico- y RO-

SV a los 5 anos 42%
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MAO08.09 _
Results of Trimodality Therapy for Patients with cN2 Lung Cancer Diagnosed by Video-Assisted Mediastinoscopic Lymphadenectomy (VAMLA)

S. Call," C. Obiols,' R. Rami-Porta,' S. Catot,” M. Nuiiez,” M. Campayo,” F. Perez Ochoa,” M. Serra-Mitjans," J. Belda-Sanchis’
MINI ORAL ABSTRACT SESSIONS| VOLUME 14, ISSUE 10, SUPPLEMENT , S279-S280, OCTOBER 2019

2019 World Conference
on Lung Cancer

September 7-10, 2019 | Barcelona, Spain
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Survival all N2 cases (n=35)

§ 3-y Sv 5-y Sv
p=0.0001
g gFR;c CT+RT+C 85% 74%
i - = Unfit for C+RT

Unfit for C+RT 14.3% 0%

T L L Ll 1 T T
0 20 40 60 80 100 120
Follow-up (months)
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Mediastinal downstaging after induction is not a significant prognostic factor to select

patients who would benefit from surgery: the clinical value of the lymph node ratio.
Renaud, et al. ICVTS 2015

Porque hay “pocos” ganglios ypN2 afectos
1.0 P<0.0001
~ILNR <1/3
_ 0.8 ~LNR >1/3
£ 0o SV ypN2 con LNR bajo = ypN1 con LNR alto
E 0.4
3
7 Downstaging mediastinico fue un factor prondstico
L independiente pero NO suficiente para contraindicar
0 10 20 30 40 50 . R ’ . .7
siempre la cirugia tras la induccion
Kaplan—Meier estimated OS

according to the LNR for ypN2
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Surgery for patients with persistent pathological N2 IlIA NSCLC after induction RCT:
the microscopic seed of doubt. Meacci E. EJCTS 2011

“Poco ypN2” porque es “solo” microscépico

HR=2.8, CI195%: 1.1-7.3; « 161 IIIA-N2

t-q p=0.04 e Induction CRT
.+ 40 ypN2 (26%)

075

Cumulative Survival
0.50

0.25

0.00

8 BT 7 L O T B Minor residual ypN2 does not
it == F exclude favorable outcomes.
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The impact of residual multi-level N2 disease after induction therapy for NSCLC.
Sawabata, et al. LC 2003

“Poco ypN2” porque hay un solo nivel afecto

P-NO

P-N1

P-N2 single
P-N2 multiple
= P-N3 or NX

[eAIAINS jelen)oy

r; Actuarial survival of patients with single
N2 is similar to patients with N1 disease

Total patients
at risk 131 63 40 22 13 7 2
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Einstein con la Ronda Jotera. Zaragoza 1923

Assistant: Dr. Einstein, aren’'t these the

same questions as last year [physics]
final exam?

Dr. Einstein: Yes, but this year the
answers are different
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CheckMate 816
KEYNOTE-671
AEGEAN

NADIM$

SAKK 16/14
NEOSTAR

NEOS
TEAM-LungMate 004
NeoADAURA
INCREASE

LCMC 3 trial

IB-11 vs IlIA
Il, 1A, 1B (N2)

llA-select (N2)I1IB

A (74% N2)

A(N2) -T1-3N2MO
IA-IIIA (16% N2)

IA-IIIB (T3-4 N2)EGFRm+
1A, I1IB,I1IC EGFRm+
lI-111B N2 EGFRm+
IA-IIIB (cT3-4N0-2MO0)

IB-select IlIB (resectable T4,N2)

IT/TD neoadyuvante (adj)

Nivolumab
Pembrolizumab
Durvalumab

Nivolumab

Durvalumab
Nivolumabz Ipilimumab
Osimertinib

Afatinib

Osimertinib

Nivolumab-Ipilimumab

Atezolizumab

& Clinical responses according to RECIST v1.1 criteria did not predict survival outcomes!

Restaging

CT

Radiographic
downstaging

T0DOS

TODAS
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Supplementary Appendix

CheC kMate 8 1 6 Study Supplement to: Forde PM, Spicer J, Lu S, et al. Neoadjuvant nivolumab plus chemotherapy in resectable lung

cancer. N Engl ] Med. DOI: 10.1056/NEJM0a2202170

Table S11. Radiographic Downstaging: Pre- and Post-treatment Stage of Disease.”

Nivolumab plus Chemotherapy Chemotherapy
(N=179) (N=179)
Disease Stage Disease Stage
after after
Disease Stage at Neoadjuvant Disease Stage at Neoadjuvant
Stage Study Entry Treatment Study Entry Treatment
number of patients (percent)

0 0 2(1.1) 0 2(1.1)
1A 0 23(12.8) 1(0.6) 13(7.3)
1B 10 (5.6) 14 (7.8) 8 (4.5) 23 (12.8) Radiographic downstaging IlIA
A 30 (16.8) 29 (16.2) 32 (17.9) 20 (11.2)
B 25 (14.0) 15 (8.4) 22 (12.3) 12 (6.7) Nivolumab-chemotherapy ‘ Chemotherapy alone
A 113 (63.1) 81(45.3) 115 (64.2) 87 (48.6)
B 0 3(1.7) 0 6(3.4) 28% 24%
v 1(0.6) 7(3.9) 1(0.6) 5(2.8) |
Not reported 0 5(2.8) 0 11(6.1)
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CheckMate 816
KEYNOTE-671
NADIM

SAKK 16/14
NEOSTAR

NEOS
TEAM-LungMate 004
LCMC 3 trial

AEGEAN

T

—4 [ 10 —57% ypN2

o ¢, Sigue siendo el ycN2 mediastinico un “surrogate” de
enfermedad subclinica a distancia, riesgo de recidiva,
factor prondstico Sv, motivo para contraindicar la cirugia?

o ¢, Tenemos tratamientos adyuvantes validos o mejores
gue aumenten la supervivencia si ypN2 tras una R0?
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Study design

Experimental arm

= Nivolurmab 360 rrg Adjuvant treatment

L i
/" Follow up

{ + Paclitaxel 200 mg/m2 SURGERY Nivolumab 480 mg
NSCLC + Carboplatin AUC5 IV, Q4W \_ (5years)
L " d d 1V, Q3W (6 months)
oca. Yy aavance @ Cycles)
Potentially resectable TP,
Stage 1HIA-111B (+7d.) from day 21
(8th edition) R
EGFR/ALK excluded Control arm | _ R
| Paclitaxel 200 mg/m2 7 RO Jbsecuetion / ” Follow up
\\ ) > . Carboplatin AUC5 ﬂ}—" Ql2w .
IV, Q3W (6 months) YERLs
(3 Cycles) 7
Translational research
N S A t
Stool sample Stool
J sample )
‘ k Blood Blood Blood Blood
sample sample sample sample
Blood sample
After After After At 3rd & 6th At progression
Baseline cycles 1&2 cycle 3 surgery month

NADIM Il (NCT03838159) is a randomized, phase 2, open-label, multicentre study evaluating nivolumab + chemotherapy vs chemotherapy as neoadjuvant treatment for potentially resectable NSCLC

¥ rresentensy: Mariano Provencio MD, PhD. : - " AMERICAN SOCIETY OF
2022 ASCO #ASC022 Hospital Puerta de Hierro Majadahonda-Madrid, SPAIN :‘;."h":rmh:::::dp;’ :;'c":. ?;’m':'s:i:'::’:;zr:?:: o AS CO CLINICALGNCOLOGY
ANNUAL MEETING Spanish Lung Cancer Group KNOWLEDGE CONQUERS CANCER
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W Endpoints

Primary endpoint

Pathological complete response in the intention-to-treat population (ITT)

Secondary endpoints

Major pathological response (MPR)

Portion of delayed/canceled surgeries, length of hospital stays, surgical approach, incidence of
AE/SAE related to surgery

Safety and tolerability: Adverse events graded according to CTCAE v5.0

Potential predictive biomarkers (ctDNA, TCR)

®  QOther: (i) OS at 12, 18 and 24 months; (ii) PFS at 12, 18 and 24 months; (i) Down-staging; (iv) Mortality at 90 days
after surgery; (v) Association between clinical baseline characteristics and ORR, pathological response, AEs, PFS and OS; (vi)
Association between pathological response and PFS or OS; (vii) Association between MPR and histology; (viii) Association between
histology and PFS at 18 months
¥ eresenenny: Mariano Provencio MD, PhD. i . ' AMERICAN SOCIETY OF
2022ASCO Hospital Puerta de Hierro Majadahonda-Madrid, SPAIN i o okl ﬁﬁ &g:::::zf:zk

ANNUAL MEETING

Spanish Lung Cancer Group
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NeoADAURA study design

Clinical Trial Protocol Tsuboi, Weder, Escriu et al.

Future Oncol. (2021) 17(31), 4045-4055

Placebo QD PO +
carboplatin AUC5 IV or cisplatin
75 mg/m? + pemetrexed .
500 mg/m? IVt - Adjuvant:

(8 cycles [21 days/cycle], Q3W) Investigator Follow up to
. — MPRI choice for EFS event® or
Osimertinib 80 mg QD PO + & optimal care withdrawal
carboplatin AUCS [V or cisplatin S includi f
75 mg/m? + pemetrexed PCR (|.nc ok ° consent,
T osimertinib*) if sooner;
500 mg/m? IVT (3 cycles + post-surgical EFS, DFS & OS
[21 days/cycle], Q3W) S chemotherapy

Osimertinib 80 mg QD PO
*Stage IlIA : 40% (=9 weeks)

* Primary end point: MPR
* Secondary end point: pCR, EFS, OS, DFS, N2 to NO/N1 and N1 to NO downstaging...
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Wakelee KN671 ASCO 2023

KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W
+

Key Eli Criteria Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W

~ Surgery?
= Pathologically confirmed, a - or for up to 13 cycles
resectable stage Il, IlIA, or IlIB SRS

(N2) NSCLC per AJCC v8
= No prior therapy

for up to 4 cycles

= Able to undergo surgery Placebo IV Q3W
+

» Provision of tumor sample for
PD-L1 evaluation® Cisplatin and Gemcitabine® Placebo IV Q3W

or

- ECOGPSOor1 Cisplatin and Pemetrexed® for up to 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS
« Disease stage (Il vs IlI)
* PD-L1 TPS? (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsquamous) pathology review, and safety

» Geographic region (east Asia vs not east Asia)

2 Assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx. ® Cisplatin 75 mg/m? IV Q3W + gemcitabine 1000 mg/m? IV on days 1 and 8 Q3W was permitted for squamous histology only. ¢ Cisplatin
75 mg/m? IV Q3W + pemetrexed 500 mg/m? IV Q3W was permitted for nonsquamous histology only. “ Radiotherapy was to be administered to participants with microscopic positive margins, gross residual
disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. ClinicalTrials.gov
identifier: NCT03425643

2??3 Asqq #ASCO23 presentensy: Dr. Heather Wakelee ASCO ANEMCAR SOUTY OF

er KNOWLEDGE CONQUERS CANCER

resentabon is property of the suthor and ASCO. Permisson requied for reuse, contact permissions@asco org
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Event-Free Survival in Subgroups

Wakelee KN671 ASCO 2023

Subgroup Events/participants Hazard ratio (95% Cl) Subgroup Events/participants Hazard ratio (95% Cl)
Pembro Placebo Pembro  Placebo
Arm Arm X Arm Arm .

Overall 139/397  205/400 - 0.58 (0.46-0.72) Overall 139/397  205/400 - 0.58 (0.46-0.72)

Age Pathologic stage 1
<65y 741221 1131214 bl 0.53(0.39-0.71) ] 34/118 481121 —0-' 0.65 (0.42-1.01) DownStaglng
265y 65/176 92/186 - 0.64 (0.46-0.88) A 807217 124/225 - 054(041-072) . 7

Sex : 8 25062 3354 ——  052(031-088) mediastinico
Female 31118 551116 - 0.44 (0.28-0.68) pN status ! 7 .

Male 1081279 1501284 *:  063(0.49-0.80) pNO 511148 70142 - 057(0.40-0.82) patO|Og|CO

Race : pN1 25/81 33 —— 060 (0.36-1.01)

White 851250 123239 +:  054(041072) pN2 631168  102/187 - 057(042-078) 62 ,5% VS. 46%
All others 46/134 70/145 - 0.62(0.42-0.89) PD-L1TPS H

Geographic region - <1% 63/138  80/151 - 0.77 (0.55-1.07)
East Asia 43123 57121 + 0.66 (0.45-0.99) 1-49% 441127 62/115 —— 0.51(0.34-0.75)
Not east Asia  96/274  148/279 - 0.54 (0.41-0.69) >50% 32/132 63/134 —— 0.42 (0.28-0.65)

Smoking status : EGFR mutation :

Current 37/96 571103 —— 0.52 (0.34-0.78) No 3111 64/127 —= 0.48 (0.31-0.74)
Former 84/247  128/250 - 0.57 (0.43-0.75) Yes 114 10/19 —————— 0.09 (0.01-0.74)
Never 18/54 20/47 —0—-— 0.68 (0.36-1.30) Unknown 1071272 131/254 - 0.64 (0.49-0.83)
Histology ALK translocation :
Nonsquamous 73/226  107/227 - 0.58 (0.43-0.78) No 29/104 76/133 —— ! 0.41 (0.26-0.62)
Squamous 66/171 98/173 - 0.57 (0.41-0.77) Unknown 106/281 128258 s 063 (0.49-082)
001 005 02 051 23 001 005 02 051 23
Pembro Placebo Pembro Placebo

Arm Better  Arm Better Arm Better  Arm Better

Per the prespecified analysis plan, subgroups with <30 participants are excluded from the forest plot. Subgroups for stage IlIA and I1IB and pN status were post hoc: all other subgroups were prespecified

Data cutoff date for IA1: July 29, 2022
ASCO ey

2023 Asco #ASCO23 presenteosy: Dr. Heather Wakelee
ANNUAL MEETING o KNOWLEDGE CONQUERS CANCER

Presentaton is property of the author and ASCO Permisson required for reuse, contact permissions@asco org
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2023 World Conference
on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

AEGEAN study design

Study population
) HHSVaNRIah 1508 N9 1 x g Durvalumab 1500 mg IV
» Treatment-naive platinum-based CT =]
=
(7]

v

+ ECOGPSOor1 Q3W for 4 cycles Q4W for 12 cycles
+ Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8" ed)

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

Randomization stratified by:
« Disease stage (Il vs Ill)
« PD-L1 expression (21% vs <1%)

Placebo IV + E‘
» Confirmed PD-L1 statust platinum-based CT* > § Q4w?:re1l>zoc%|es
* No documented EGFR/ALK N=802 Q3W for 4 cycles ”ﬂ,

aberrations* randomized

Primary endpoints: pCR by central lab (per IASLC 2020') and EFS using BICR (per RECIST v1.1)
Key secondary endpoints: MPR by central lab (per IASLC 2020'"), DFS using BICR (per RECIST v1.1)Tand OS'
All efficacy analyses were performed on the mITT population (N=740), which included all randomized patients without documented EGFR/ALK aberrations

+ Surgical outcomes were summarized using descriptive statistics

*The protocol was amended while enrolment was ongoing to exclude (1) patients with tumors classified as T4 for any reason other than size; (2) patients with planned pneumonectomies: and (3) patients

with documented EGFR/ALK sberrations. *Ventana PD-L 1 (SP263) immunoisiochemistry assay. Chaice of CT regimen determined by hisiology and at the investigalors discretion. For non-squamous:

cisplatin + For squamous: + paciitaxel or cisplatin + (or for patients who had comorbidities or who were unable to

tolerate cisplatin per lhe investigator's Judgmenh $Post-operative radiotherapy (PORT) was permitted where indicated per local gu:nance YAEGEAN continues for assessment of DFS and OS. AJCC,

American Joint Committee on Cancer; BICR, blinded independent central review; DFS, disease-free survival: ECOG PS, Eastem Cooperative Oncology Group performance status; IASLC, International

Association for the Study of Lung Cancer; IV, intravenous; miTT, modified intent-to-treat; MPR, major pathologic response; OS, overall survival; PD-L1, programmed cell death-ligand 1; QXW, every X weeks.

RECIST v1.1, Response Evaluation Criteria in Solid Tumors, version 1.1 Travis WD, et al. J Thorac Oncol 2020;15:709-40.

Tetsuya Mitsudomi, Division of Thoracic Surgery, Department of Surgery, Kindai University Facuity of Me d
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PACIFIC: Beneficio en OS & DFS demostrado a 5 anos!

Disefo Fase Ill, aleatorizado, doble
CiegO No. of events/ Median 05
total no. of patients (%) (95% Cl), months
Durvalumab 103/212 (48.6) 63.1(43.7-NR)
N 713 10 by Placebo 56/91 (61.5) 29.6(17.7-44.7)
86.5%
0.9 N, HR (95% CI): 0.61 (0.44-0.85)"
. . i !
Pacientes NSCLC en estadio lll 03 gl
. . 7] 0.7 | :
incluidos | 117, 11IB (7thed TNM)] | £ .. ;
E 0.4 53.7% o i
3 i 5 45.3% I ' A
.3 — ; : ; o : L
Irresecables | | |
el OS HR = 0.61 i i i i
PPRRN (959 CI: 0.44-0.85)1
CM D L e L A E B e e e o B B o e o L B mmm e E e
013 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75
Time from randomization (months)
0 o. at risk
56 /o N2 gurv:\u‘mab 212 208 193 186 178 171 165 156 146 141 132 129 124 118 117 114 109 105 103 98 74 52 29 14 1 ]
Placebo 91 81 /S 67 64 58 52 ] 44 41 38 38 37 36 33 3 31 30 29 24 8 5 2 0
40% I11A-N2
Updated OS (PD-L1 TC 21% population)
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Outcomes with durvalumab after chemoradiotherapy in stage I11A-N2
non-small-cell lung cancer: an exploratory analysis from the PACIFIC trial

S. Senan, et al. ESMO Open. 2022. doi: 10.1016/j.esmo0p.2022.100410.

2871713 (40%) unresectable stage [I1A-N2

Durvalumab Placebo

(n=197) (n=90) "G
PFS events, n (%) 80 (40.6) 60 (66.7)
3 OS events, n (%) 75(38.1) 52(57.8)
1.0 Median PFS (95% CI), months NR (14.0-NE) 5.5(3.7-9.2) Median OS (95% CI), months  34.9 (33.2-NE)  24.2 (18.3-29.2)
0.9 -
w28 0.9
& 07 08 -
S 06 3 07
g 0.5 - S 06 785%
§ 04 = : : g‘ 05 - 95% C168.3-857
=3 . '
2 03— ' : 8 047 H 511%
o o5 % H S 03 H 95% C140.3-61.0
. HR=0.46 PR | . '
01| s = RN - HR =0.56
o5% C1033-065 { amcmows o] 5
0T T T 1 T t T T T 1 0 !
1 12 15 18 21 24 27 | e S B B B S R B B B S e
0 3 g 9 2 2 8 < 2 22 =0 013 6 9 12 15 18 21 24 27 30 33 36 39 42 45
. Time from randomization (months) Time from randomization (months)
No. at risk No. at risk

Durvalumab 197 161 133 116 76 40 19 6 1 1 0

Durvalumab 197 194 181 175 162 155 150 136 118 93 48 24 7
Placebo 20 63 41 33 16 7 4 1 1 0 0

1 0 0
Placebo 90 87 79 72 69 64 54 49 42 28 14 6 3 1 0 O
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llIA-N2 lIA-NO/N1 and IlIB

os HR = 0.56 HR =0.78
(95% Cl 0.39-0.79) (95% Cl 0.57-1.06)

PFS HR =0.46 HR =0.62
(95% Cl 0.33-0.65) (95% Cl 0.48-0.80)

Conclusions: Consistent with the intent-to-treat population, treatment

benefits with durvalumab were confirmed in patients with stage I11A-N2,
unresectable NSCLC.

(C UiC Upuiiiar ucauiielnt dpproacti
ror patients WNO are deemed operanie.

Outcomes with durvalumab after chemoradiotherapy in stage 11IA-N2
non-small-cell lung cancer: an exploratory analysis from the PACIFIC trial
S. Senan, et al. ESMO Open. 2022. doi: 10.1016/j.esmoop.2022.100410
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The NEW ENGLAND JOURNAL of MEDICINE

EDITORIALS

Immunotherapy for Unresectable Stage 11l Non-Small-Cell
Lung Cancer

Naiyer A. Rizvi, M.D., and Solange Peters, M.D., Ph.D.

N ENGL ] MED 377,20 NEJM.ORG NOVEMBER 16, 2017‘

The data from the PACIFIC study may
end the debate about the role of surgery in pa-
tients with stage III NSCLC, with durvalumab
after chemoradiotherapy redefining best practice
for all patients with stage III NSCLC. Of course,
this notion will need to be tested prospectively.

Blood-based next-generation sequencing of tumor
DNA may allow investigators to prospectively
identify patients with resectable stage I to III
NSCLC who are at the greatest risk for relapse.

L> “Resecabilidad bioldgica”
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2023 World Conference
on Lung Cancer

Resectable N2 NSCLC

Kenichi Suda
Division of Thoracic Surgery, Department of Surgery,
Kindai University Faculty of Medicine,
JAPAN

Can “oncologically unresectable” be resectable in the immunotherapy era?

My opinion:

X eI 10I patient seiecton.
(neoadjuvant/adjuvant ICi + surgery vs. CRT — durvalumab)

Kenichi Suda, Kindai University Faculty of Medicine, Osaka-Sayama, JAPAN.
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Systematic Reviews Neoadjuvant IT (£CT) in (resectable) NSCLC

1. Cao, et al. Semin Thoracic Surg 2021
2. Ulas, et al. ESMO Open 2021
3. Zhang, et al. JTCVS 2021

@

\ / 60%

50%
A==
30% ==
20% ==

Y

Delayed: <10%_

10%=—=
0% oChR MPR
Immunotherapy = s ] pCR 15-33%
urgery Mortality: 0-5%
chemothera _E70,
\ Py / \_ J kMPR 41-57% J

Cao, et al. Semin Thoracic Surg 2021

La cirugia -RO- sigue siendo necesaria para el control local de la enfermedad y valorar
la eficacia (al menos en términos de pCR/MPR) del tratamiento neoadjuvante.

A
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Yang ChF, et al. ATS 2018.

Resultados de la cirugia tras neoadyuvancia con IT

Morbilidad (%) Open/MIS (%) Tasa conversion (%) RO (%)

PAL & urinary infection 15%,

TOP1201 I-IlA ACxFA & TEP 8% k2 el it
Romero A, et al. EJCTS 0
2021. NADIM A 39% 49/51 19 100
Bott MJ, et al. JTCVS 2019 HIIA 50% 54/46 25 estadio | -

71 estadios Il y [lIA
Altorki N, et al. Lancet LIIIA Grade 3-4 events Open 40/60 - 77
Oncology 2021 17% Durva / 20% Durva + SBRT MIS 43/57 - 83
Tong BC, et al. JTCVS 0
2022. TOP1505 [B-1IA 48% 8/92 22 88
Gao Y, et al. FO 2022 NA-1IB 11% All RATS 45 100
Spicer J, et al. CheckMate [B-MIA 0 0 Open 59 vs 63
816. ASCO 2021 41% vs 47% MIS 30 vs 22 11vs 16 83vs 78
Wakelee, et al. KEYNOTE-
671. ASCO 2023 [1-111B (N2) 92 vs 84
Mitsudomi, et al. AEGEAN. 0 0 Open 49/49
WCLC 2023 IIA-IIIB[N2] 59% vs. 60% MIS 47/50 95/91
Lv, et al. LC 2023. NEOS lIA-11IB (T3-4 N2) 75% any grade 50/50 94
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Cirugia tras tratamiento neoadyuvante (...IT).

o Esun poco mas dificil. & LITTLE BiT

o MIS... es posible y segura. a3\ 4|3
o Cualquier magnitud de reseccién es posible. |idail]3]i1:{ N
o Objetivo RO. EE=gE=

o La definicién de pCR i MPR se basa en |la ausencia o presencia %
de tumor viable enlaTyenla N.

o Los pacientes se tienen que operar...a ser iosible todos.
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Checkidate 816: surgical outcomes with neoadjuvant NIVD + cheme in resectable NSCLC

CheckMate 816 study Treatment and surgery summary: all randomized patients
NSCLC en estadio IB-IlIA (72 ed TNM), Resecables

N = 358 patients randomized

NIVO + chemo? Chemo
n=179 =179
| I
+ } !
n =65 n=113 n=63
Definitive surgery® Definitive surgery® Definitive surgery® Definitive surgery®

12%

Cancelled

17% 13%
Cancelled Cancelled

25%
Cancelled

+ Disease progression 5% + Adver: > + Disease progression 2% + Adverse
+ Gthar o + Disease progression 8% + Othare 1% + Disease progression  14%
+ Other 7% + Other 10%

s
Received Received Recelved Received
Median duration Median duration Median duration Median duration
of surgery? of surgery? of surgery? of surgery?
169 minutes 186 minutes 210 minutes 218 minutes
Spicer J, et al.

2021ASCO

ANNUAL MEETING

IASLC | 2023 world Conference
I | on Lung Cancer

2, 2023 | SINGAPORE

AEGEAN study design

N=740
randomized

366 assigned to the D arm 374 assigned to the PBO arm

Stage II: n=102 Stage Il: n=108
Stage lll: n=264 Stage lll: n=266
Completed surgeryt
— 100 833  86.1

80 754 72.9

60
40
20

Proportion of
mITT patients (%

Stage Il Stage Il

16vs. 11%  21vs. 23%
I
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Spanish Lung Cancer Group SCAT trial: surgical audit to lymph node assessment
based on IASLC recommendations. Jarabo IR, et al. Transl Lung Cancer Res 2021.

Table 2 Number of lymph node regions and lymph nodes resected and involved from hilar and mediastinal regions 1 to 14

LN region

Variables
1 2 3 - 5 6 7 8 9 10 11 12 13 14

440 404 406 282 271 393 152 361 279 | 80 225 411 438 450

. h e b 70 ¢ y »y /0 Ck ISIC 3, ICgiUNID /)

10 and 11 respectively were not assessed.

Conclusions: IASLC recommendations for
surgical resections were not followed in a high
proportion of surgical procedures.
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2023 World Conference

IASLC ﬁ
e f— on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

Consensual definition of stage Ill NSCLC Resectability:

EORTC-Lung Cancer Group initiative with other scientific societies

A-M. Dingemans', J. Remon?, L. Hendriks?, J. Edwards?, C. Faivre-Finn®, N. Reguart®, E. Smit”, A. Levy®, D. Sanchez®, J.C.
Trujillo™, A_ Filippi'!, K. Stathopoulos'?, T.G. Blum'3, M. Guckenberger'#, S. Popat's, |. Opitz'4, A. Brunelli'®, R. De Angelis'?, P.
Hofman'?, K. Hartemink'®, RH. Petersen'®, E. Ruffini?®, C. Dickhoff!, E. Prisciandaro?, J. Derks?, |. Bahce?!, A. Mariolo®, E.
Xenophontos?4, N. Giaj Levra2®, |. Houda?' M. Brandao’?, T. Berghmans'2

TErasmus MC, Rotterdam/NL 2IGR, Paris/FR, 3MUMC, Maastricht/NL ,*Sheffield Teaching Hospitals NHS Foundation Trust - Weston Park Hospital, Sheffield/GB, The Christie NHS Foundation Trust,
Manchester/GB, fHospital Clinic de Barcelona, Barcelona/ES, 7LUMC, Leiden/NL, 8Gustave Roussy, Paris/FR, ®Hospital Clinic of Barcelona, Barcelona/ES, "®Hospital de la Santa Creu i Sant Pau,
Barcelona/ES, ""Fondazione IRCCS - Policlinico San Matteo, Pavia/IT, 2Institut Jules Bordet, Brussels/BE, *HELIOS Klinikum Berlin, Berlin/DE, "*UniversitaetsSpital Zurich, Zurich/CH, "*Royal Marsden
Hospital, London/GB, 8St. James's University Hospital, Leeds/GB, "7CHU de Nice - Hopital Pasteur, Nice/FR, "8NKI-AVL, Amsterdam/NL, ®*Copenhagen University Hospital, Rigshospitalet, Denmark/DK,
2Universita Di Torino - San Giovanni Battista, Torino/IT, 2'AmsterdamUMC, Amsterdam/NL, 2U_Z. Leuven - Campus Gasthuisberg, Leuven/BE, ZInstitute Mutualiste Montsouris - Institut du Thorax Curie
Montsouris, Paris/FR, #EORTC, Brussels/BE, 2IRCCS Ospedale Sacro Cuore Don Calabria, Verona/lIT

ESEORTC

Mariana Branddo MD/PhD, Institut Jules Bordet, Belgium
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%

2023 World Conference
on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

N2 SINGLE N2 MuULTI
(non-bulky, (non-bulky,
non-invasive)  non-invasive)

NOT STAGE Ill NOT STAGE Ill POTENTIALLY
T1-2 DISEASE DISEASE RESECTABLE RESECTABLE*

T3 size / satellite / NOT STAGE IlI POTENTIALLY
invasion DISEASE RESECTABLE RESECTABLE RESECTABLE*

. . POTENTIALLY

T4 size [ satellite RESECTABLE RESECTABLE RESECTABLE RESECTABLE*
T4 invasion POTENTIALLY POTENTIALLY POTENTIALLY POTENTIALLY
RESECTABLES RESECTABLES RESECTABLE® RESECTABLE*$

se-hy-rase discussion; the exact number of nodes/stations cannot be defined
TBulky 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

Mariana Brandédo MD/PhD, Institut Jules Bordet, Belgium
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2023 World Conference
on Lung Cancer

SEPTEMBER 9-12, 2023 | SINGAPORE

Final Remarks

* This definition can be used for inclusion in clinical trials = for specific/dedicated clinical trials, inclusion criteria may

be adapted to situations considered in most instances as unresectable (é.g. multi-station N2, bulky N2 or T4 by invasion)

Systematic | International | Clinical Cases Delphi Process
s == Sl 2 : Consensus reached
Review - Survey - Discussion 2
(F2F + online meetings)
Abstract 2023-RA-2551-WCLC Abstract 2023-RA-2409-WCLC Abstract 2023-RA-2574-WCLC

Q" Es una definicion “anatomica” de resecabilidad...
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¢ Pueden o deben devolverse los pacientes con
afectacion mediastinica a la arena quirurgica?

* Probablemente hay que empezar a reconsiderar / individualizar el
A dia de valor de la ycN2 (ypN2).

hoy,
* Probablemente todos los pacientes con un cN2 (potencialmente)
en la practica resecable, tratados con induccion dirigida, sin progresion tras la
clinicae o o reestadificacién con un TC (...PET-TC) deben operarse con intencidn

de realizar una RO mediante MIS.

eslemensge [ 8.
se aufodestruird |57
en 5 segundos...
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‘Biology is King; selection of cases is Queen, and the technical
details of surgical procedures are princes and princesses of the
realm who frequently try to overthrow the powerful forces of

the King and Queen, usually to no long-term avail, although
with some temporary apparent victories’

PRESIDENTIAL ADDRESS

Basic Principles in Surgical Oncology

Blake Cady, MD

ARCH SURG/VOL 132, APR 1997

Died on July 15, 2023
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