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Avant tout, savoir de quoi 'on parle

2. For patients with discrete mediastinal o
Ilymph node enlargement (and no distant R1C H S T]
metastases), invasive confirmation of the
radiographic stage is recommended (re- i > 4 A
gardless I:]-f whether a PET finding is posi- == dlscr'eTer;'\ef\rEc/le\lgmen‘re (s)a
tive or negative in the mediastinal nodes). a
Grade of recommendation, 1B

3. For patients with discrete mediastinal J_L u
Ilymph node enlargement (and no distant _
metastases), many invasive techniques for TEP+ % ‘é TEP
confirmation of the N2,3 node status are
suggested as reasonable approaches (medi- EUS
astinoscopy, EUS-NA, TBNA, EBUS-NA,

TTNA), given the appropriate experience EBUS
and skill. Grade of recommendation, 1B TBNA

4. For patients with diserete mediastinal
Ilymph node enlargement (and no distant TTNA
metastases), a nonmalignant result from a u u

needle technique (EUS-NA, TBNA, EBUS-
NA, TTNA) should be further confirmed by N éga.l.'f
mediastinoscopy (regardless of whether a Positif

PET finding is positive or negative in the lL
mediastinal nodes). Grade of recommenda- S ) X
tion, 1C Médiastinoscopie
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Avant tout, savoir de quoi I'on parle (2) ==

‘ NO scanographiques
Il 3

5. For patients with a radiographically -
normal mediastinum (by CT) and a central Tumeur centrale ,Tum,eu.r'
tumor or Nl lymph node enlargement ou N1 périphérique

(andno distant metastases), invasive confir-
mation of the radiographic stage is recom- u u u u

mended (regardless of whether a PET finding
is positive or negative in the mediastinal TEP + TEP - TEP + TEP -

nodes). Grade of recommendation, 1C U U
6. For patients with a central tumor or N1
lymph node enlargement (and no distant EUS
metastases), invasive staging is recom- EBUS
mended. In general, mediastinoscopy is
suggested, but EUS-NA or EBUS-NA may TBNA
be a reasonable alternative if nondiagnostic TTNA
results are followed by mediastinoscopy.
Grade of recommendation, 2C u ﬂ
7. For patients with a peripheral clinical — —
stage I tumor in whom a PET scan shows Positif Négatif
uptake in mediastinal nodes (and not distant
metastases), invasive staging is recom- ﬂ

Médiastinoscopie
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N2 ou N2s ?
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FiG. 7. Survival from resco-
tion of N2 lung cancer by
clinical nodes.
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il'y a plus de 25 ans ...

N2 LUNG CANCER BY NUMBER OF POSITIVE LEVELS
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FiG. 9. Survival from resec-
tion of N2 lung cancer by
number of positive levels.
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SURVIVAL FROM RESECTION OF N2 LUNG CANCER BY PATHOLOGICAL STAGE
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Et plus récemment : influence du cN

Survie a 5 ans (%)

Premier auteur n p
cNO-1 cN2
Cybulsky et al 124 13.5 6.6 -
Martini et al 151 RC 34 9 0.002
Pearson et al 76 RC 41 15 0.019
Vansteenkiste et al 140 21.6 15 0.12
Watanabe et al 84 RC 33 20 ns

Vansteenkiste JF,

Lung Cancer 1998; 19:3-13
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Influence du type histologique

Survie a 5 ans (%)

Premier auteur n p
Epidermoides Non-épidermoides

Cybulsky et al 124 NS
Frytak 101 RC 30 20 NS
Goldstraw 130 295 4.4 <0.01
Ishida 115 15 19 NS
Kirsh 136 28.5 10.4 0.02
Maggi 137 NS
Martini 151 RC 26 34 NS
Mountain 307 37 26 0.06
Naruke 242 RC 30.8 16 0.02
Patterson 35 NS
Pearson 79 18 7 NS
Régnard 254 NS
Roeslin 97 NS
Van Klaveren 48 0.02
Vansteenkiste 140 22.5 18.5 NS
Watanabe 84 RC 22 24 NS

HOPITAUX
DE PARIS

Vansteenkiste JF, Lung Cancer 1998; 19:3-13




Influence de I'extension tumorale

Premier auteur n Survie 5 ans () p
T1 T2 T3

Frytak et al 101 RC 46 12 0.01
Goldstraw 130 24.3 13.6 15.6 NS
Ishida 115 45 17 0 <0.05
Martini 151 RC 46 27 14 0.003
Mountain 307 38 32 29 0.02
Naruke 242 RC 33.2 16.8 16.3 0.05
Patterson 35 83 24 33 0.04
Régnard 254 44 25 12 <0.05
Roeslin 97 NS
Vansteenkiste 140 19.8 30.6 2 0.01
Watanabe 64 RC 40 30 10 0.06

ORJIFOT szase €@ enso Vansteenkiste JF, Lung Cancer 1998; 19 : 3 —-13
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Influence du nombre de ganglions envahis

Survie a 5 ans (%)

Premier auteur n p
1 chdine > 1 chdine
Cybulsky et al 124 NS
Goldstraw 130 32 24 <0.05
Kirsh 136 NS
Maggi 137 25 26 NS
Martini 151 RC 44 24 0.005
Mountain 307 37 24 <0.01
Naruke 242 RC (tendance)
Régnard 254 24 9 <0.10
Roeslin 97 NS
Thomas 163 NS
Vansteenkiste 140 19.5 22 NS
Watanabe 84 RC 35 5 NS

HOPITAUX
DE PARIS

Vansteenkiste JF, Lung Cancer 1998; 19:3-13




Influence de lI'atteinte sous carénaire

Survie a 5 ans (%)
Premier auteur n Pas de sous- o p
carénaire Sous-carénaire
Goldstraw 130 22.5 27.1 NS
Kirsh 136 33 16 <0.07
Maggi 137 23.7 12.8 NS
Martini 151 RC 33 22 NS
Naruke 242 RC - - tendance
Pearson 141 21 7 0.02
Régnard 254 34 18 <0.05
Thomas 163 - - <0.02
Vansteenkiste 140 33.8 18.4 0.09
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Influence de la rupture capsulaire

Survie a 5 ans (%)

Premier auteur n Rupture Pas de rupture P
capsulaire capsulaire

Cybulsky et al 124 NS
Goldstraw 130 0.07
Ishida 115 34.8 11.3 <0.01
Naruke 242 RC NS
Roeslin 97 0.02
Suemasu 49 12.7 37.5 NS

Van Klaveren 48 0.05
Vansteenkiste et al 140 23.3 16.1 0.05
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Le concept de « Minimal N2 »

probability of survival

AT RISK

100% 4

90% A

80% A

70% A

—mN2L1
60% - ——mN2L2+
~=—cN2L1
50% A —e—cN2L2+
40% A
30% -
20% -
10% + e :_—;
0% : : : : t : : :
0 6 12 18 24 30 48 54 60
Months
——244 181 113 48 34
——78 51 24 4 2
—a— 118 62 30 9 5
—eo— 122 55 18 2 1

Andre, F. et al. J Clin Oncol; 18:2981-2989 2000



Et le Probleme est encore plus complexe ...
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Faut-il mettre la frontiere entre
les mNZ2 et les autres ?

100% 4

90% -
80% A
©
=
= 70% A
B —mN2L1
S 60% - —— mN2L2+
>
= —=—cN2L1
§ 50% - —e—cN2L2+
o
Q. 40% -
30% A
20% A
10% +
0% } t t } } } t _ ?
0 6 12 18 24 30 36 42 48
Months
AT RISK
——244 181 113 78 48 34
—a—78 51 24 8 4 2
—a— 118 62 30 15 9 5
e 00 55 18 5 2 1

ORJIFOT szase €@ enso Andre, F. et al. J Clin Oncol; 18:2981-2989 2000
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1. In patients with NSCLC who have inci-
dental (occult) N2 disease (IIIA2) found at
surgical resection and in whom complete
resection of the lymph nodes and primary
tumor is technically possible, completion of
the planned lung resection and mediastinal
lymphadenectomy is recommended. Grade
of recommendation, 2C

10. In NSCLC patients with N2 dlsease
identified preoperatively (IIIA3), surgery
alone is not recommended. Grade of recom-
mendation, 1A

11. In NSCLC patients with N2 disease
identified preoperatively (IIIA3), platinum-
based combination chemoradiotherapy is rec-
ommended as p treatment. Grade of
recommendation, 1B

7. In NSCLC patients with N2 disease
identified preo ﬂrﬂhwﬂ}f (IIIA3), induc-
tion therapy followed by surgery is not
recommended except as part of a clinical
trial. Grade of recommendation, 1C




Cette attitude est-elle |égitime pour les
« minimal N2 » ?

Médiane de survie

% Survie a 5 ans

Essais N Stades Dece; Tox. p
(%) Contréle | Expérim Contrdle Expérim
tergroube | 4ss | IrIIIA i 37,9 38,8 33 39 0,56
Big Lung Trial | 381 | I,II,IITA - 247 27 - - ns
ALPI-EORTC | 1209 I ITIIIA 10 (C+RT) 48 55,2 - - 0,58
TALT | 1867 I, IT, ITTA 7 (0,8) 44 4 50,8 40,4 44 5 <0,03
UFT | 999 ADCI 0 85 88 0,04
Intergroupe
Ior 10 | 482 IB, IT 2 (0,8) 73 94 54 69 0,009
CALGB 9633 | 344 IB 0 78 95 57 59 0,37
ANITA 1 840 IB, IT, ITTA 7 (2) 43,7 65,7 42,6 51,2 0,017
Roselli and al 140 IB 0 41,6 94,8 30 78 0,003




Cette attitude est-elle |égitime pour les
« minimal N2 » (2) ?

Overall Survival Disease-Free Survival
Probability of interaction/ Probability of interaction/

Category No. Events / No. Patients Hazard Ratio trend* test MNo. Events / No. Patients Hazard Ratio trend* test

ASSOCIATED DRUGS i 11 i .07
Cisplatin + vinorelbine 935 1,888 —_—t 1,077 1,888 1 .

Cisplatin + 1 other drug 742 1,373 — 824 1,373 ——
Cisplatin + 2 other drugs 713 1,323 - 784 1,323 .

PLANMNED DOSE OF CISPLATIN H .26 22
< 300 mg/m? 186 307 R S e 193 307 S T et
300 mg/m? 985 1,903 -T= 1,091 1,903 -1=
> 300 mg/m? 1,219 2,374 — 1,401 2,374 —et !

PLANNED RT - .34 : .35
Mo RT planned 1,464 3,145 - = 1,670 3,145 —f— !

RT planned 926 1,439 — 1,015 1,439 s

SEX , .79 : .33
Male 1,994 3,685 —— 2,211 3,685 -

Female 395 895 — 473 895 —_— '

AGE ' .83 ' .48
<50 319 701 — e 384 701 — e
50-59 795 1,558 —_— 200 1,558 —_—t
60-69 1,031 1,911 —f 1,137 1,911 . -
> 70 245 a1a —-—5— 264 414 —-—5—

PERFORMARNCE STATUS ' .01 ' .03
PS=0 881 1,769 : S 992 1,769 —_— : o1+
PS=1 829 1,533 —_— 930 1,533 —

PS=2 108 183 : 123 183 :

HISTOLOGY : .44 : .31
Squamous cell 1,124 2,231 —t— 1,250 2,231 —f—

Adenocarcinoma 971 1.817 —_— : 1,115 1.817 —_— 1 :
Other 140 257 . 152 257 — 1

STAGE ' .06 : .08
Stage 1A 104 347 : Da% 122 347 v 0a*
Stage IB 515 1,371 —t— 612 1,371 —t—

Stage Il 893 1.616 —_— 999 1,616 —_—
Stage Il 878 1,247 S as2 1,247 —_—
TYPE OF SURGERY i .39 i 43
Pheumonectomy 783 1,346 — 848 1,346 —
Other type of surgery 1,420 2,926 —— i 1,643 2,926 —1— E
T L L] T : L] T L] L] L] L] : T
0.5 1.0 2.0 0.5 1.0 2.0
Chemotherapy Better | Control Better Chemotherapy Better | Control Better
Copyright © American Society of Clinical Oncology JOURMNAL OF CLINICAL ONCOLOGY

Pignon, J.-P. et al. J Clin Oncol; 26:3552-3559 2008
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Et les autres ?
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1. In patients with NSCLC who have inci-
dental (occult) N2 disease (IIIA2) found at
surgical resection and in whom complete
resection of the lymph nodes and primary
tumor is technically possible, completion of
the planned lung resection and mediastinal
lymphadenectomy is recommended. Grade
of recommendation, 2C

10. In NSCLC patients with N2 disease
identified preoperatively (IIIA3), surgery
alone is not recommended. Grade of recom-
mendation, 1A

11. In NSCLC patients with N2 disease
identified preoperatively (IIIA3), platinum-
based combination chemoradiotherapy is rec-
ommended as p treatment. Grade of
recommendation, 1B

7. In NSCLC patients with N2 disease
identified preo ﬂrﬂhwﬂ}f (IIIA3), induc-
tion therapy followed by surgery is not
recommended except as part of a clinical
trial. Grade of recommendation, 1C




| Trois attitudes possibles ?

s Radio-chimiothérapie concomitante et pas de
place pour la chirurgie ?

s Chirurgie chaque fois qu'elle est possible suivie
= d'une chimiothérapie
= et/ou d'une radiothérapie adjuvante,

= Chirurgie chaque fois qu'elle est possible
précédée
= d'une chimiothérapie
= ou d'une radio-chimiothérapie néo-adjuvante.
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| Chimio-radiothérapie pour tous ?

Chimio-radiothérapie séquentielle vs concomitante
Médiane % 2 ans % 4 ans p
(mois)
Furuse 13.3 27.4 8.9 0.03
16.5 34.6 15.8
14.6 21 12 0.046
RTOG 94-10 7 32 21
GLOT-GFPC 145 26 14 2> 0.24
(* 5 ans) 16.3 39.3 20.7*

SISTANCE |- J HOPITAUX
IBLIQUE DE PARIS
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Peut-on améliorer ces résultats ?

= Optimiser la radiothérapie ?
= Dosimétrie
= Fractionnement
= RT conformationnelle
= Associer une chimiothérapie d'induction ou de
consolidation ?
=« Socinski 2001, Vokes 2002
= SWOG 9504, GFPC-IFCT 0201

s Utiliser de nouvelles drogues ou de nouveaux
schémas ?

SISTANCE |- J HOPITAUX
IBLIQUE DE PARIS
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Cisplatine-Vinorelbine-RXT

CT Induction (2 cycles) CT-RT Concomitante (2 cycles)
NVB Oral 60 mg/m2 J1,J8 (C1) :> NVB Oral 40 mg/m2 J1,38 (C3,C4)
80 mg/m2 J1,J8 (C2) CDDP 80 mg/m2

CDDP 80 mg/m2 RT 66 Gy
Efficacité NVB ORAL + CDDP NVB ORAL + CDDP
n=56 Induction Concomitant
Dose intensité NVB Oral 86% 97 %
Réponse objective 37% 547
Controle de la maladie 87 % 91%
Durée médiane de réponse 17,2 m
Survie sans progression 125 m
Survie médiane 234 m
Neutropénie/ N Fébrile (%) 27.8/8.5 7.4/0

ORFZFET smus € Krzakowski et al J Thorac Oncol 2008: 3 : 994-1002



Radio-Chimiothérapie ou Chirurgie ?

Randomized Controlled Trial of Resection Versus
Radiotherapy After Induction Chemotherapy
in Stage IA-N2 NMon-Small-Cell Lung Cancer
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Critéres de sélection

Superior Mediastinal Nodes
@ 1 Highest Mediastinal
@ 2 Upper Paratracheal

@ 2 Pre-vascular and Retrotracheal

@ 4 Lower Paratracheal
(including Azygos Nodes)

N = singhs git, ipadatetsl
H, = single digit, contrplglersl or supracipvicuinr

Aortic Nodes
@ 5 Subaortic (A-P window)

= N2 histologiquement prouvés,
= Considérés comme hon résécables : W] @ poants maany
= Tout N2 envahi par non épidermoide, e
= En cas d'épidermoide : ® 7 Subcarinal
= N2 plus haut que 4R a droite,
= N2 plus haut que 5-6 L a gauche

() 8 Paraesophageal
(below carina)

@ 9 Pulmonary Ligament

= Mesurables en uni-dimensionnel, i
10 Hilar

" PS 0_2 @ 11 Interobar
@ 12 Lobar

@ 13 Segmental

@ 14 Subsegmental

Van Meerbeeck JP et al J Nat/ Cancer Inst 2007 99 : 442-50

SISTANCE .n HOPITAUX
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Schéma de l'essai

No. of patients registered: 582
3 patients excluded because of lack of informed consent

[ No. of included patients: 579 ]

o« . % . No. of patients off study: 247(43%)
Imi I
Ch m OTher‘aP € - progressive or stable disease or death: 175

d'induc.ﬁon - toxicity or refusal: 37
- other: 35

No. of patients randomized: 332 (57%)
Stratified for type of response, histological subtype and institution

No. allocated to Radiotherapy: 165 ] [ No. allocated to Surgery: 167]

No. not irradiated: 11 (7%) No. not operated: 13 (8%)
- operated: 3 - irradiated: 5
- unfit for Radiotherapy: 8 - unfit for Surgery: 8

Radiotherapy: 154 (93%) ] [Surgery: 154 (92%) )
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Caractéristiques des patients

Radiothérapie (n = 165)

Chirurgie (n = 167)

Sexe m/f 127/38 119/48
Age 62 (33-76) 61 (29-78)
Histologie (% E/A/GC) 40/28/28 39/34/25
T1/7T2/T3/T4 (%) 13/72/15/0 12/73/16/1
CR 8 () 12 (7)
PR 147 (89) 149 (89)
SD 8 (5) 4 (2)
P 2 (1) 2 (1)

A SISTANCE |- J HOPITAUX
IBLIQUE DE PARIS
v




| Compliance a la chirurgie ...

332 Randomisés

167 pour la chirurgie
154 opérés

130 thoracotomies non

exploratrices
(dont 72 pneumonectomies)

77 résections
completes

™
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Pas de démonstration d'un gain de
survie

100 -
90 -
80 -
70
60 -
50 -
40 -
30 -
20
ol T/ }

Overall Logrank test: p=0.596

0 I I I 1 I I I I I l(months)
0O 12 24 36 48 60 72 8 96 108 120

O N Number of patients at risk : Treatment
138 167 104 58 36 27 17 11 4 3 1 —— Surgery

141 165 115 66 43 24 16 12 4 0 0 -----Radiotherapy

I(-\ SISTANCE iy HOPITAUX
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Chirurgie et Chimiothérapie adjuvante ?

Overall Survival Disease-Free Survival
Probability of interaction/ Probability of interaction/

Category No. Events / No. Patients Hazard Ratio trend* test MNo. Events / No. Patients Hazard Ratio trend* test

ASSOCIATED DRUGS i 1 i 07
Cisplatin + vinorelbine 935 1,888 —_—t 1,077 1,888 1 .

Cisplatin + 1 other drug 742 1,373 — 824 1,373 ——
Cisplatin + 2 other drugs 713 1,323 - 784 1,323 .

PLANNED DOSE OF CISPLATIN ' .26 : 2z
< 300 mg/m? 186 307 —_— G 193 307 e Er— FIeT:
300 mg/m? 985 1,903 -T= 1,091 1,903 -1=
> 300 mg/m? 1,219 2,374 — | 1,401 2,374 —t !

PLANNED RT - .34 : .35
Mo RT planned 1,464 3,145 o 1,670 3,145 —t=
RT planned 926 1,439 — 1,015 1,439 s

SEX , .79 : .33
Male 1,994 3,685 —— 2,211 3,685 -

Female 395 895 —_— 473 895 _ v

AGE : .83 : .48
<50 319 701 — 63 384 701 — ra
50-59 795 1,558 —_—— 900 1,558 —_—

60-69 1,031 1,911 —f 1,137 1,911 . -
> 70 245 414 ——E— 264 414 —-—5—

PERFORMANCE STATUS | o1 : 03
PS=0 881 1,769 : Gouw 992 1,769 . : o1
PS=1 829 1,533 _— 930 1,533 —

PS=2 108 183 : 123 183 :

HISTOLOGY ! .44 ! .31
Squamous cell 1,124 2,231 —— 1,250 2,231 ——!

Adenocarcinoma 971 1.817 — : 1,115 1.817 —_— 1 :
Other 140 257 . 152 257 — 1

STAGE ' .06 : .08
Stage 1A 104 347 : Da% 122 347 v 0a*
Stage IB 515 1,371 —t— 612 1,371 —t—

Stage Il 893 1.616 —_— 999 1,616 —_—
Stage Il 878 1,247 S as2 1,247 —_—
TYPE OF SURGERY i .39 i 43
Preumonectomy 783 1,346 — 848 1,346 —
Other type of surgery 1,420 2,926 —— i 1,643 2,926 —1— E
T L L] T : L] T L] L] L] L] : T
0.5 1.0 2.0 0.5 1.0 2.0
Chemotherapy Better | Control Better Chemotherapy Better | Control Better

Pignon, J.-P. et al. J Clin Oncol; 26:3552-3559 2008



Retour sur la chimiothérapie
néo-adjuvante ?

1

0.8} L_u_‘_:

0.8

0.4

0.2F

OZ=C=ZDCWH ZO0——2D0VOIDT

90% 70% 54%
n I ] i ] i L L ] L J
0 12 24 386 48 60 T2 84 96 108 120
TIME FROM START OF CHEMOTHERAPY (MONTHS)

Pisters et a/J Clin Oncol 1993; 11:1757-1762.



La chimiothérapie néo-adjuvante apporte-t-
elle quelque chose a la chirurgie ?

N

CT

REP (%)

Médiane
de survie

P
3 SISTANCE iy HOPITAUX
A IBLIQUE DE PARIS
v

Rosell

30/30

P

MTC : 6mg/m2
IFO : 3 g /m2
DDP : 50 mg /m2

26/8

60

0.01

Roth P
28/32

CPM : 500mg/m2, D1
DDP : 100 mg /m2, D1
VP16 : 100 mg /m2, D1-3

35

21/14 0.056

N Engl J Med 1994 330: 153-158
Lung Cancer 1998, 21: 1-6



La chimiothérapie néo-adjuvante apporte-t-
elle quelque chose a la chirurgie (2) ?

Sunyival

00

Years

Surgery N1 = Surgery N2
——~ Preopchemo NO1 = = Preop chemo N2

=

& sisTaNCE @) HOPIT AUX
| [BLIQUE DE PARIS
v



La chimiothérapie néo-adjuvante apporte-t-
elle quelque chose a la chirurgie (3) ?

Dautzenberg

i
Depierre *

Nagai K =
Pass ——
Berghman , Burdett S .
Rosell
s Tetal Trials et al e i
Roth —a——A
Daufzenber'g ' HR = 0.66 (95% CI 0.48-0.93)
1990 ;
PGSS 1992 {}.'() [).‘H 1.0 ll.ﬁ 2.I25 3.1]
Rosell, 1999
R h 1998 Hazard Ratio
oth,
L |
Depierre, 2002 = :
H T : {
Nagai, 2003 o .
— = 1 .
Sorensen, 2006 ' H 'F' — ' '
|
SWOZGo05699OO, ’ HR = 0.82 (95% CI 0.69-0.97)
OI O.I ‘|I 1.I5 2
Berghmans T et al, Lung cancer 2005; 49 : 13-23 chemotherapy+surgery better  surgery alone better

I”H";cr seTance o E?FFR‘R".’iBurdett Setal, 2006; 1:611-621



Retour a I'étude de Van Meerbeeck.

Overall Logrank test: p=0.596

0 1 1 I 1 I I I 1 I 1 (months)
0 12 24 36 48 60 72 84 96 108 120
O N Number of patients at risk : Treatment
138 167 104 58 36 27 17 11 4 3 1 Surgery
141 165 115 66 43 24 16 12 4 0 0 -----Radiotherapy

P
3 SISTANCE iy HOPITAUX
A IBLIQUE DE PARIS
v

Pas de démonstration d'un gain de survie
apporté par la chirurgie mais ...

Prognostic factors :

= Extent and type of
resection (HR 0.59 ,
95% CI 0.40-0.87

= Patients with
lobectomy, complete
resection and
mediastinal clearance
had a statistically
significantly better
outcome



Et retour aux phases 2

g stratified by N downstaging
E NO/1 vs. N2
I‘:_l - #!I”HHII'IIIFHH"HF
T oF =
] guurﬁ
£ aF
- ¥ © no downstaging
l__‘f oF —— downstaging
E i -i" SETIN AT
u ir.
w7y
=3
)g"' p<0.0001
=]

6 12 18 24 30 36 42 48 54 G0 66 72 78
Time (month:

Récidive locale

S YIENRE sistancCE i H OPITAUX
IBLIQUE DE PARIS

Cumulative hazard function

o stratified by N downstaging
il NO/M vs N2

e LLIARLIAR IR R

T

Thirhiee

SARIIIREIREI

w E @ | no downstaging
= LRI A o ﬂﬂwmlﬂging

LI
MINF

a 1”1"

i

p=0.0001

B 12 18 24 30 36 42 48 54 60 B8 T2 T
Time (month:

Métastases

Betticher et al, J Clin Oncol 21:1752-1759.



Retour aux phases 2 (2)

o 1.0 Deaths = 35 (47%)
0 Deaths = 34 (48%) Censored = 40 (53%)
Censored = 37 (52%)
0.8 - Complete
0.8 — resection
0.6
5 06 - &
= £
= ©
2 5
-5 5 o 0.4 — P < .0001
& g4 - P < .0001
0.9 0.2 -
2 - oN2 Incomplete
resection
0.0 0.0 1 ] 1 i . I 1
: : 4 : , : 0 10 20 30 40 50 60

0 10 20 30 40 50 60

Survival (months) Survival (months)

Betticher, D. C. et al. J Clin Oncol; 21:1752-1759 2003
ORMIFOT s @ e



= La chimiothérapie pré-
opératoire est utile,
= et permet de
B

sélectionner les malades
si elle est faite en pré-
opératoire ...

Andre, F. et al. J Clin Oncol; 18:2981-2989 2000

SISTANCE
IBLIQUE

HOPITAUX
DE PARIS

(AMIFCT 25 @

of survival

probability of survival

60%

50%

40%

30%

20%

10%

0%

primary ——n=237
T surgery
——neoadjuvant ——n=85
T therapy
T
0 6 12 18 24 30 36 42 48 54 60
Months

100% -

90% -

80% =

70% <+

60% T |

——no response n=26
50% +
' ——tumor response  n=69

40% + L[

30% + |

20% +

10% +

0%

12

18

30 36 42 48 54 60

Months

24



Et la radio-chimiothérapie pré-
opératoire ?

CT+RT  CT p = La chimio-radiothérapie preé-
, . opératoire fait-elle mieux que la
Reponse (%) 67 4 002 chimiothérapie exclusive ?
Reseo/c‘rion 57 31 o003 | ® Apres chimio-radiothérapie
(%) exclusive la chirurgie fait-elle
% & mieux qu'un complement de RT ?
SRR 40 21 004 d P

Fleck J et al, Proc Am Soc Clin Oncol 1993, 12 : 333

n’rcr 5|sm NNNNNNNNNNN
ARIS



Interventional group

Chematherapy
Cisplatin (55 mg/m?) on days 144, 22425, 43+46
Etoposide (100 mg/m?) on days 1-4, 22-25, 43-46

Response assessment

.

Radiotherapy (twice-daily) with concurrent
chemotherapy 45 Gy (2x1-5 Gy/day) on days 1-5,
8-12,15-19

Carboplatin (100 mg/m?) and vindesine

(3 mg absolute) on days 1, 8, 15

Répartition par stades
T3NO-1| 27 (10) | 23 (0)
T1-3 N2 | 55 (21) | 70 (27)
T4 NO-1 | 78 (30) | 81(31)

T4N2 | 45(17) | 32(12)
T1-3N3 | 44 (17) | 44 (17)
T4 N3 | 15(6) 10 (4)

Thomas et al, Lancet Onco/2008; 9 : 636-648

sistance @i HOPITAUX
IBLIQUE DE PARIS

Control group

Chemotherapy
Cisplatin (55 mg/m?®) on days 144, 224125, 43446
Etoposide (100 mg/m?) on days 1-4, 22-25, 43-46

Rﬂpﬂnﬂ assessment or assessment for surgery

Surgery

Resection with negative margins

v

r

Mo further radiotherapy

Radiotherapy
54 Gy (1-8 Gy/day) on days 1-5, 8-12,
15-19, 22-26, 29-33, 36-40

Resection with positive margins
or exploratory thoracotomy
orinoperable

v

Radiotherapy (twice-daily)
24 Gy (2x1-5 Gy/day) on days 1-5, 8-10

Radiotherapy
68.4 Gy (1-8 Gy/day) on days 1-5, 8-12, 15-19, 22-26,
29-33, 36-40, 4347, 50-52




558 patients randomly assigned

|
v v

279 patients allocated to interventional group 279 patients allocated to control group
—| 15 patients excluded —p| 19 patients excluded
h 4 Y
264 patients eligible to start treatment 260 patients eligible to start treatment
231 patients received three 230 patients received three
> cycles of chemotherapy » cycles of chemotherapy
208 patients started with
> tv:rice-daily radiotherapy
with concurrent
chemotherapy
—P| 142 patients received surgery —| 154 patients received surgery
49 patients started with 187 patients started with
further twice-daily radiotherapy
Thomas et al, Lancet Oncol 2008; 9 : 636-648 radiotherapy 67 had unresectable disease
—P> 41 had unresectable disease —P 21 had positive resection
8 had positive resection margins
margins 99 had negative resection
margins
h 4 Y

RIIFCT svss: €@ uomimu 264 patients analysed for primary endpoint 260 patients analysed for primary endpoint




A B
10 5 —— Interventional group 1.0 —— Interventional group
_ —— Control group — Contral grou|
£ 084 ’ 08 - group
€
2 06 06
=]
&
= 044 0-4
=
1
S 02+ 02
&
01 T T T T T T T T T 1 01 T T T T T T T T T 1
Number at risk Number at risk
Interventional group 264 159 86 62 47 36 25 18 13 6 Complete resection 131 106 71 53 42 32 23 16 11 5
Control group 260 161 97 57 42 25 15 11 4 1 Incomplete resection 141 114 82 53 39 24 15 11 4 1
C D
10 5 —— Interventional group 1.0 Ty, —— Complete resection
- _:LLL\ —— Control group —— Incomplete resection
E o8- 084 N\
g “
5064 0.6 -
2
E 04 - 0-4 -
2
s 02 02
(=™
01 T T T T T T T T T 1 0-1 T T T T T T T T ]
Number at risk Number at risk
Interventional group 98 83 60 46 36 2720 14 9 4 Complete resection 182 153 120 88 68 46 32 22 12 4
Controlgroup 84 70 60 42 32 1912 8 3 . Incomplete resection 90 67 33 18 13 10 6 5 3 1
E F
. —— N2orN3—NDor N1 3 Interventional group
= —— N2orN3—=N2or N3 —— Control group
2
=
2
2 -
% | | S 1
€ 02 4
-
/ / . . 01 T T T T T T T T T ] 01 T T T T T T T T T 1
Thomas et al, Lancet Onco/2008; 9 : 636-648 5 3 8 B 4 & & o & # o & 3 5 2. € & F & b &
Time since diagnosis (years) Time since diagnosis (years)
MNumber at risk ’ Number at risk ’
N2 orN3—=NOorN1 69 63 48 31 24 18 13 10 6 3 Interventional group 45 40 28 21 16 11 7 5 4 3

N2or N3—=N2orN3 40 31 20 13 10 2 1 1 1 1 Control group 24 23 20 10 8 7 6 5 2 1

(A)
(B)
(©)
(D)
(E)

(F)
ORMIFCT wvs: @ serviess

Eligible patients (n=524) according to treatment group.

Patients undergoing tumour resection (n=272) according to treatment group

Patients with complete resection (n=182) according to treatment group

Patients undergoing tumour resection (n=272) according to complete or incomplete resection

Patients with complete resection and initial N2N3 disease (n=109) according to mediastinal downstaging (N2Ai3 to NOfil
vs N2N3 to N2N3

Patients with complete resection and successful downstaging of initial N2N3 disease (n=69) according to treatment group.



IFCT 0101

(AJIFCT

SISTANCE
IBLIQUE

SEMAINES : 1 2 3 4 5 6 7 8 10 11-14
Cisplatine 80 80 80
Gemzar 1250 1250 1250 1250 1250 1250 C
H
Cisplatine 80 80 80 B I
Navelbine 25 25 25 15 15 15 15 I R
L U
Radiothérapie 46 Gy en 4,5 sem - 0] A R
N G
Carboplatine 200 40 40 40 40 40 I
Taxol AUCG6 AUC2 AUC2 AUC2 AUC2 AUC2 E
Radiothérapie 46 Gy en 4,5 sem e

HOPITAUX
DE PARIS

Soumis a Lung cancer



ITFCT 0101 (2)

critere »

Total | A (GEM) | B(NAV) | C (TAX)
Vivants a la 22éme semaine 45 14 16 15
Déces avant l'intervention 0 0 0 0
Toxicité grade 4
. : 4 1 3 0
(hors hématologie)
Déces entre l'intervention et la
. : 1 0 1 0
22éme semaine
Nombre de patients
« bons pour le critere de 40 12 15 13
jugement »
/o de patients « bons pour ce 87% 86% 38% 87%

Soumis a Lung cancer




La chirurgie est elle utile apres
CT-RT : Intergroup 0139

Intergroup 0139 Trimodality Arm

Overall Survival by Pathologic Nodal Status
CT/RTIC 57/90 100

Déces/total

CT/RT 74190 Pathologic NO {n=76)

Pathelogic N1-3, unknown {n=58)
Log-rank p = 0,002 No surgery (n=38)

~
ol

a1
(@]

p < 0.0001

Probabilité de survie

CT/RT/C
MS 34 mois

S5ans 36 %

20 40 60 80 100 120

Selon le pTNM

: Months from Randomization
Sous-groupe des lobectomies

ASCO 2005 - D'aprés K. Albain et al., abstract 7014 actualisé
ORMIFCT sas @ uemws



InterGroup 0139 (2)

(AJIFCT

SISTANCE
IBLIQUE

Q

HOPITAUX
DE PARIS

Albain K, Lancet 2009, 374 : 379-386

429 patients with stage IIIA(N2) non-small-cell
lung cancer randomly allocated to treatment

Group 1

Group 2

v

216 concurrent induction chemotherapy
plus radiotherapy followed by surgery

v

v

213 concurrent induction chemotherapy
plus definitive radiotherapy

202 included in analysis
14 ineligible
8 wrong stage
3 incomplete staged

v

3 other reason

194 included in analysis
19 ineligible
13 wrong stage
4 incomplete staging

177 (88%) eligible for thoracotomy

2 other reason

v

179 (92%) eligible to continue consolidation
chemoradiotherapy without break

164 (81%) underwent thoracotomy
144 (71%) complete resection
11 (5%) incomplete resection
9 (4%) no resection

v

121 (60%) began consolidation chemotherapy
111 (55%) completed both consolidation
chemotherapy cycles

h 4

155 (80%) began consolidation chemotherapy
144 (74%) completed both consolidation
chemotherapy cycles




A
100

InterGroup 0139 (3)

— CT/RT/5
CT/RT

- PFS

4 50
5 L'_H_A
& ‘/ﬁ‘\_/_f‘_/_/
_;1_){
11
25— /
A
"
0
Number at risk
CT/RT/S 90 73 56 40 28 21
CT/RT 90 60 39 24 17 10

s PFS: o
« HR 0.77 (0.62-0.96), p = 0.017

s 0SS A

« HR 0.87 (0.70-1.10),p = 0.24 |

Albain K, Lancet 2009, 374 : 379-386

Number at risk

'ﬂﬂ" c r riitnid ° BHES CT/RT/S 51

CT/RT 51

4 36 48 6
Time fi andor { hs)
32 21 17 9 7
38 28 2 4 0



100 — —— Pathological NO (n=76)

InterGroup 0139 (4) T

[

Patients alive (%)
i
o
l

25—
0 I | T | !
0 12 24 36 48 60

Time from randomisation (months)
Albain K, Lancet 2009 374 : 379-386 Number at risk

NO 76 61 47 34 24 19
N1-3 88 61 44 33 20 15
Nosurgery 38 14 6 4 4 3

sistance @i HOPITAUX
IBLIQUE DE PARIS



104= — CT/RT/S

InTerGr‘OUp 0139 (5) \1 Iobec’ro:ies

‘_L\_\_\_,\W—/_/_/_‘_ﬁ_

H—

Patients alive (%)

25 /
-y
0 T T T T 1
Number at risk
CT/RT/S 90 73 56 40 28 21
CT/RT 90 60 39 24 17 10
B
100 — 3
pheumonectomies
75
25 -1
Albain K Lancet 2009 374 : 379-386
0 I I J | 1
0 12 24 36 48 60

Time from randomisation (months)
Number at risk

m”.‘cr SN e HOPITAUX CT/RT/S 51 32 2 17 g9 7

CT/RT 51 38 28 22 14 10



Et la Radiothérapie post-opératoire ?

Survival

(NJIFCT

Hazard ratio

10
Stage
PORT E;g}ts Igt;é : =+ Test for trend
081 _ NoPORT 661 1072 ? 2 1,=13194
3 p=0-0003
06
Nodal Status
04- e Test for trend
1 x2=5780
p=0016
2
02+
0 i . i , 0 05 10 15 20
0 12 4 Months 6 48 60 PORT better No PORT better

SISTANCE
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Q

HOPITAUX
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Et la Radiothérapie post-opératoire (2) ?

100+
P = .0036
751
2
2
£ 901
5 Radiothérapie
%)
o5 ] Pas de radiothérapie ™ ™.,
0 1 2 3 4 o
Survival (years)
No. at risk:
Observation 521 298 177 101 65
PORT 944 590 420 321 239

Lally, B. E. et al. J Clin Oncol; 24:2998-3006 2006
ORJIFOT szase €@ enso



IFCT 0503 (LungArt)

ii CBNPC N2 prouvé

Chimiothérapie pré-opératoire ﬂ

Chirurgie

ﬂ Chimiothérapie post-opératoire

Randomisation

/\

Controle RT conformationnelle
post-opératoire

http://www.ifct.fr
ORJIFOT szase €@ enso




Conclusion

= ¢ NO ou N1 (minimal N2)
= Chirurgie
= Chimiothérapie adjuvante

= Radiothérapie adjuvante ?
(IFCT 0503)

C N2 (histologiquement prouvé (s)

= Radio-chimiothérapie :

= Traitement néo-adjuvant
et chirurgie :

= N2 multi-sites prouvés

= Pas de réponse au
traitement d'induction

= Pneumonectomie

T

;
/

= Peu de ganglions
envahis

= Réponse au
traitement d'induction

= Lobectomie possible







