Cancers du poumon : de
redoutables tueurs

Quels bilans ?
Pour Qui ?
Quelles cibles ??



Epidemiologie /Incidence
Dépistage

Bilan
Operablitée--Réesecabilite

Adénocal/l Epidermoide

Mutations et Therapies ciblees



Par. Sexe et region

Cancer du poumon: incidence' et mortalité selon la région linguistique

Femnmes
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R 2010
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Suisse? alémanique?

Incidence’ B ortalite

VIncidence estimée a partir des données des registres du cancer
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apparait que quelques localsations canceérewses sont sous-enregistrées
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Lors du diagnostic du Ca bronchique
NSCLC :

65% des cas sont a un stade inoperable

e 20% seront operes et peuvent avoir un espoir
de ttt curatif

L"amélioration des TTT a augmente la PFS ainsi que la
survie globale (OS) a 12 ou 24 mois, mais...

peu dimpact a long terme



Reéalite
Malgre les progres dans les traitements aussi bien

conservateurs gue chirurgicaux, le pronostic a long
terme du cancer du poumon reste mauvais

Tableau 1. Cancer du poumon non a petites cellules - Fréquence et survie par stade

Frequence au diagnostic Survie relative 3 5 ans’

Cancer localise . i i
15a3% 2. 6%

Stades | et I

Cancer localement avance

Stade I

Cancer metastatique

Stade |V

Touws stades

Novembre 2013 Dr F Laurencet



Diminuer la mortalite mais
comment ?



The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 AUGUST 4, 2011 VOL. 365 NO.5

Reduced Lung-Cancer Mortality with Low-Dose Computed
Tomographic Screening

The National Lung Screening Trial Research Team* ORIGINAL ARTICLE

Results of Initial Low-Dose Computed
Tomographic Screening for Lung Cancer

The Mational Lung Screening Trial Research Team®

The NEW ENGLAND JOUENAL of |

ORIGINAL ARTICLE

Targeting of Low-Dose CT Screening
ccording to the Risk of Lung-Cancer Death

yoy | i

To screen or.not to screen - le-dépistage précoce
du cancer'du poumon en Suisse

Malcolm Kohler=, Milo Puhan¢, Walter Weder®- ¢, Thomas Frauenfeldere au nom du groupe d’experts
pour le dépistage du cancer du poumon en Suisse*




NLST 1

M Etude depistage ds 33 centres . Pers. asymptomatiques
M De 55a 74 ans

— > 30 UPA

— fumeurs actifs

— ayant fumeé dans les 15 dernieres annees

M CTLD: tous les nodules non calcifies de >=4 mm ont éte
diagnostiqués comme cancers.

M Pour legroupe RX : tous les nodules non calcifies ont éte
considerées comme de potentiels cancers.



53,454 Participants underwent randomization

26,722 Were assigned to low-dose CT

7 Were excluded
5 Had lung cancer |-
2 Died

406 Were not screened
357 Declined to partici-
pate
29 Underwent incorrect
screening procedure
11 Withdrew from study
4 Had inadequate
results
5 Did not submit
screening form

26,715 Were eligible for low-dose CT

'

26,309 Were screened with low-dose CT

1

ol

19,118 Had negative result V

7191 Had positive result

\

26,732 Were assigned to radiography

8 Were excluded

5 Died

> 3 Had lung cancer

26,724 Were eligible for radiography

26,035 Were screened with radiography

|

/~ TN\

689 Were not screened

596 Declined to partici-

pate

44 Underwent incorrect
screening procedure

29 Withdrew from study

13 Had inadequate
results

7 Did not submit

screening form

y
2387 Had positive result

23,648 Had negative result

4 Had lung cancer

19,043 Did not have lung
cancer
18 Had lung cancer
57 Had unknown
status

6911 Did not have lung
cancer
270 Had lung cancer
10 Had unknown
status

\

2243 Did not have lung
cancer
136 Had lung cancer
8 Had unknown

\ status

23,547 Did not have lung
cancer

5 Had lung cancer

49 Had lung cancer
52 Had unknown
status




26,722 Were assigned to low-dose CT

406 Were not screened
357 Declined to partici-
pate
29 Underwent incorrect
screening procedure
11 Withdrew from study
4 Had inadequate
results
5 Did not submit
screening form

7 Were excluded
5 Had lung cancer
2 Died

-

26,309 Were screened with low-dose CT |

19,118 Had negative result

7191 Had =27.3%

26,732 Were assigned to radiography

5 Died

26,035 Were screened with radiography

2387 Had positive result

8 Were excluded
3 Had lung cancer

) Were not screened

396 Declined to partici-
pate

44 Underwent incorrect
screening procedure

29 Withdrew from study

13 Had inadequate
results

7 Did not submit

screening form

23,648 Had negative result

4 Had lung cancer

19,043 Did not have lung
cancer
18 Had lung cancer

6911 Did not have lung
cancer
270 Had lung cancer

l

2243 Did not have lung
cancer
136 Had lung cancer

23,547 Did not have lung
cancer

5 Had lung cancer

49 Had lung canceRS
~~
25.8%

57 Had unknown 10 Had unknown A 8 Had unknown 52 Had unknown
status status (// status status
0

Novembre 2013 Dr F Laurencet




Investigations des cas positifs CTLD

m 26’309 dépistages CTLD

B 7°191 positifs (27%)

B 6°369 investigues (90%) soit 24% des volontaires
— Imagerie : 5717 soit 81%

— 306 bronchoscopise
— 155 ponctions trans-thoraciques
— 297 chirurgies diagnostiques
O .3.8 % des positifs soit

1% des deépistes

Novembre 2013 Dr F Laurencet




Reésultats

292 190
Stage 1A 132 (46%) 46 (25 %)

Stade 1B 26 (9%) (13%)

Stade IV 44 (15%) 46 (25 %)

Pratiguement le double de Ca au stade |
reveles par CTLD//RX ..... (158 vs. 70 )...



Cumulative Numbers of Lung
Cancers and
of Deaths from Lung Cancer

Gain de 20 % en risque relatif de
mortalité mais marginal en absolu

60 Death de diff

A Lung Cancer

Cumulative No. of Lung Cancers

B Death from Lung Cancer
500

Cumulative No. of Lung-Cancer Deaths

Low-dose CT

Chest radiography

Years since Randomization

425death LuCa
Chest radiography

Low-dose CT

346 deaths from
lung cancer

3 4 5

Years since Randomization




NLST 4 Conclusions

Il faut suivre personnes arisque de Ca Pulm
par CTLD durant 3 ans pour. prevenir déces lie a
Ce cancer

e depistage ameliore peut-€étre la Qof L
( & morbidite et de la mortalite)



Conclusions Caveat

B Complications (30%)
B Impact psychologigue (96% Faux +), stress

B Rapport colt-efficacite ..

M ? CTLDIlimiteaux Pers 40 UPA

B ? CTLD combiné a sevrage du tabac... fumeurs de
>50 ans? et ex-fumeurs > 20 UPA

B Ces couts restent >>>

— dépistage du Ca colon (13 000-32 000 $ / QALY)
et du cancer du sein (48 000 $/QALY).



Cancers du poumon : Deépistage
NON
Is LDCT lung cancer screening ready for
large-scale population-based
Implementation?

ESMO Guidelines 2013 LDCT not ready yet for
large-scale population-based implementation,

Pas de depistage de masse dans l'etat actuel

Trouver Une ? des ? autre(s) cible(s)



Quels bilans ?
Pour Qui ?

== Quelles cibles ?7?




Le patient est-il guérissable?

Traitement curatif ou palliatif ?



3 points Importants
1 Etat geneéral , fonctions pulmonaires

2 Etendue / staging

3 Histologie



Multidisciplinarite  RGOT

Médecin traitant Radiologue

Pneumologue

Pathologue

Radiothérapeute RGOT : réseau
genevois d’oncologie
thoracique



Radiologue

Chirurgien

Pneumologue

Pathologue

Oncologue

N Radiothérapeute

RGOT : réseau genevois
d’oncologie thoracique



Multidisciplinarite

Maladie

Histologie fex
: _) Préféren
Pathologie ('_- FeIerences
) : du patient
Moléculaire

Etat général

PS Comorbidités

RGOT : réseau genevois d’oncologie thoracique



B L’Age seul n’est pas une Contre- Indication
® 40 % des Pts ont > 75 ans
B Mortalité

Lobectomie

Pneumectomie

B Mortalité: > 80 ans 8-10 % a 1 mois



Table 1 The pathological 5-year survival rate (%) for resacted NSCLC

Stage Goya [8] Asarmura [7] Mouritain [3] Van Rens [4]

IA T8.5 839

18 60.1 66.3 57 46
mA 5.9 1.0 55 52
LB 422 474 38 13
mA 29.8 328 23 19
me 18.3 295 3-T -
N 20.0 23.1

M Descriptor  T/M N2 M3
T1 (=2 cm) Tla LA A A e

T1 (<2-3 cm) Tib ) | L& 114, e

T2 (=5 cm) T2a B A | A

Maladie T2 (<5-T cm) T2b A [IE 114, e

T2 (=7 am) T3 e A A e

T2 invasion A | A

In ipsilateral peribronchial and/or ipsilateral
hilar lymph nodes and intrapulmonary nodes

T4 (same lobs e A A e
ncedul e5)

In ipsilateral mediastinal and/or

N2 subcarinal lymph nodes

T4 extension T4 Il L& A | B e

N3 In contralateral mediastinal, contralateral hilar,
ipsilateral or contralateral scalene
or supraclavicular lymph nodes

k1 (ip =il zteral Il L& A | B e



Maladie Bilan de

réesécabilité

Laresecabilite depend du stade et du bilan
fonctionnel pulmonaire ( cardio-pulm)

Médecin traitant

Pneumologue Radiologue




Operabilité : Fct pulmonaires

B VEMS preop > 21 (> 60 %)

Pneumologue

B VEMS post op. > 800 ml (> 40 %) -
Comorbidités

B S| Limitevoir DLCO : Mauvais si <40%

M Scinti..prédictive

B Réhabilitation respiratoire : 24 h/24 et 7 j/7. Rolle

B Penser: chirurgie de reduction de I’emphyseme
— (LVRS)..gain de 200 a 350 ml de VEMS

D



* Réaliser une spiroméarnic

\
v y
VEMS > 1 5L pour une lobectomie VEMS < 1,51 pour une lobectomie

VEMS > 2L pour une prieumonetomie VEMS < 2L pour une pneumonetomie
VEMS > 80% de la VT VEMS < 80% de la VT

Pneumologue : Y

Existe-t-il une dyspnée
inexphquée ou pathologie
neerstitielle diffuse sur la ;
radiographie/ TOM thoracique? /

Sel O n [ - ; : * Mesurer la DLCO
recommandations

Y

Y
ACCP omo:aosmlavrj mcoqoxdouw]

Y

* Estimer lo VEMS, et |3 DLCO

: R

VEMS,,, et/ou VEMS,., <30% ou
DLCOy,, < 40% VEMS,.,, ¥ DLCO,,, < 1650

ey

* Réaliser une éprewve d'cffoet avec
mesure de la VO max

| 1
¥ Y Y
VO, max > 15% \ 10% < VO, max < 15%| | yO, max < 10%
ETVEMS,  ET | —F
| DLCO,, < 40% ‘

Comorbidités

Y

\ O,
Pas daugmentation Augmentation du Augmentation du
du risgue opératoire fisque opératoire risque opératoire




Comorbidités (10) /

Charlston

Smoking addiction
History of cancer
COPD
HTA
Heart disease
Diabetes
Peripheral vascular disease
Obesity
Alcoholism
Hyperlipidemia

Pondération

InsufMzancs cardlague congesilve
Arariopathle oblitsramte g2s mambres Infarsurs
&ccldent vascuialne caérsoral

Démance

Idaladis pulmonalrs chronigue




PS

Etat général

TABLE 3. Prediction of risk of in-hospital mortality

Comorbidités (10) /
Thoracoscore

TABLE 5. Observed versus expected in-hospital mortality
by predicted risk category among those in the test set

B
Value Code  coefficient _ Exp-e:med I‘Jhse_ rved ﬁ%_tnnﬁden ce
Risk group mortality (%) mortality (%) interval
<55 0
55-65 1 0.7679 <1% 0.2 0.29 0.15-0.43
=65 2 1.0073 1%-3% 2.47 212 1.56-2.68
Sex Female 0 3%-1% 484 4.713 3.46-5.99
Male 1 0.4505 =1% 13.2 15.60 12.76-18.43
American Society of =2 0
Anesthesiologists =3 1 THORACOSCORE
STOTE 0.6057
Performance status =2 0
classification =3 1 068 (6ender [ Male v]
fri=Store - 0 ‘Age H| over 64 years V“
o =3 ) 1 0.9075 ‘ASA H| 2 : has a moderate systemic disease V"
Priority of surgery Elective 0 ‘PS WHo H|2 < active 5 50% of the 1 <]
Urgent or emergency 1 0.8443 ( ) = = = =
Procedure class Other 0 Dyspnea (MRC) 3: dyspnea when walking on the level b
Pneumonectomy 1 1.2176 Priority for surgery][Scheduled ]
Diagnosis group  Benign 0 Procedure
Fahgnant Lo Dicgresis group
Lomorbidity score U 0
= L o Comorbicity |
=1 2 0.9065
e =T7.a797 Limits: minimal Limits: maximal
Probability 4.6 A 4.6 %




Multidisciplinarite

Age ok

Histologie fex
: _) Préféren
Pathologie ('_- ererences
. - du patientok
Moléculaire

Etat général

PS ok Comorbidités ok



Médecin traitant

Pneumologue

Maladie

M Bronchoscopie :

— rentabilité estimée env 80 % Radiologue
B Ponction-biopsie transpariétale :
> sensibilité : 90 % / specificité : 97 Pathologue

—risque pneumothorax (env 20 %



Maladie B I I a.n | n |t| al Médecin traitant
Mediastin

Pneumologue
W CI.. insuffisant
— Son role : signaler I'existence d ADP

Radiologue

m PET .. SI + ad biopsie ggl

Pathologue

B Si0ADP et PET - STOP investigation
— VPN Haute

B S| ADP >15mm et faible metabolisme
et tumeur centrale ad biopsie




BILAN D’EXTENSION :NSCLC
Mediastin : preuve histologique

B EBUS (Ponct-biopsie transbronchique échoguidée sens 89%)

— Proposée avant toute mediastinoscopie. Si - et suspect ad
mediastinoscopie.

Pneumologue

B Mediastinoscopie (vidéomediastinoscopie) Aires niveaux 1,
2,4, 7 et 10R

Pas besoin d’'Hospitalisation pour EBUS ...
1 spécialiste en ville



Annals of Oncology

IRM
cérébrale -

PET/CT-scan

D pu— 1

both CT and PET
negative for
mediastinal nodes

and
no central tumour or

hilar N1 nodes

CT or PET positive for
mediastinal nodes

or
central tumour or hilar

N1 nodes

/—_—i\
/hon-bulky mediastinal LRN

infiltration?

(

EBUS/EUS

NO-N1

N2-N3

Y

( mediastinoscopy

-

' Category description according to CT (and PET) imaging as in ACCP staging document [Chest 143 Suppl 5:2115-250S, 2013), see

baut lne rvmrem Aabaile

NO-N1

N2-N3

Si Stade T1T2NO non opérable : radiothérapie stéréotaxique

PET-CT: VRAIS NEGATIFS : 86% (14% faussement

négatifs

bulky mediastinal LN
inflltration?

v

-

multimodality treatment |

\




Conclusions: Stades localises | |, [1A , |IB

B Besoin:
— d’un bon staging :PET IRM Cereb +/- EBUS
— d’un bon bilan général (fcts pulm et co morbidites)
— accord patient
— accord consultation multidisciplinaire WM|

B Pas d’indication actuellement a pousser les
Investigations en biologie moleculaire

Traitement
® Chirurgie (Recomm R1B)
B siinopeéerable Radiotherapie steréotaxigue (R2C




Conclusions (2 ) Stades localises | , lIA, lIB...

M Chirurgie (R1B)

B Stade Il et lIIA: chimio adjuvante (1A)
M Stade |la: Survelllance (1B)

M Stade Ib : Cx peut se discuter ( étude)

B Rxth adjuvante : Pas de bénéefice si
St |, |l totalement resequé ( 1A/2A)

Figure 1. Overall Survival (Panel A) and Disease-free Survival (Panel B).

The hazard ratio for death in the chemotherapy group as compared with
the control group was 0.86 (95 ce interval, 0.76 to 0.98),



Epidemiologie /Incidence
Dépistage
Bilan

Stades avances que demander au pathologue

Adénocal/l Epidermoide
Mutations et Therapies ciblees



Histologie

Les cancers du poumon ...une hétérogénéité

—

®m Adénocarcinome
AdenoCa m Epidermoides

m Grandes Cellules
m Autres

Epidermoide




Histologie
Pathologie Moléculaire

In daily practice, histology
remains the main classifier of NSCLC

Classification Characteristics'

,gf'*f.';r‘m »:.,,4': = * Malignant epithelial tumors with glandular
' differentiation
Adenocarcinoma f o Subtypes are acinar, papillary, bronchoalveolar
30-50%* 0, ’aﬁ carcinoma (BAC), and solid adenocarcinoma with
s ” mucin production

Usually peripherally located

e Involves large cells (subtypes are giant cell, clear
Large cell B P cell) with large nuclei
carcinoma he RN O e No evidence of squamous or glandular
10%* e 3 - differentiation
% 3. = Usually peripherally located

-
"
-
<]
=
1]
S
o
X
c
o

=

Squamous cell
carcinoma
30%*

Involves cells of the squamous epithelium
Usually centrally located

Squamous




TThe Role of Histology : Chimio
Scagliotti 2009

Initialement c’était simple
Mais pas correct

)
=
-
=
3
A
c
o
g
o
—
a

Overall survival (months)

Median overall survival 1-year overall survival rate
(months) (%)

Adenocarcinoma 88 33
Large cell carcinoma 95 24
Other 10.6 42

Squamous call carcinoma +tet 119 49

FIGURE 1. Kaplan-Meier plot of overall survival by histol-
ogy for combined treatment arms.
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Histologie Pathologie

Initialement c’était simple....

Madian; 95% CI
—— P 10.3; 9.8 11.2
CG 10.3; 9.6, 108

CPwCG Adjusted HR; 95% Cl
0.84; 0.84,1.06

0

&

12 18 24 30

Survival Time (months) in All Patients

PFS Probability

Median; 85% CI

48; 46, b3
65.1; 46, bb

CPwCG  Adusted HR; 95% CI
1.04; 084,116

12 18 24 30
PFS (months) in All Patients

Scagliotti JCO 2008



Le role de I’histologie

AdénoCa
Cisplatine Alimta meilleur

Epidermoide
Cisplatine Gemcitabine
meilleur

Melian: 96% C
1155 104, 13.2
04y as 11.2

CFwOE  Adjuchoed HAZ 95% C|
021 0.0, sy

Sumvival Probability

L 12 2 4 20

Survival Time {months) in Patiants

With Nonsgquamaous Histology

Melian: 96% C
P a4; 84 0.2

; I0ET 4k 121

—

=
-
=

CFwOE  Adjushed HA; 95% Cl
1235 1.00, 1.51

Sumvival Probability

B 12 12 24 30
Survival Time {months) m Patients
With Squamous Cell Carcinoma

Histologie

Scagliotti JCO 2008



AdenoCarcinome non mute (80-90%)

En lereligne Stade llIb/IV

En maintenance pr stade |V

Histologie

primordiale

Scagliotti JTO 2011

Survival Probatsility

Survival Probability

12 18 24 30

Survival Tima [months)

Maintenance Nonsgquamous

—P

FL

«— Pem etrexed

18 24 30 Ko L Fi
Suryival Time (months)




A Progressicon-fres- Survival Population

146

Progress io miree Survival f4)

Standard
chemotherapy
[M=110)

Pathologie

g 13 15 18

MOléCUIaire - Marmths since Randomization

B Pati=niz Receiwing Gefitinib

146

Exonm 19 del=tion
[H=15&]

Progress io miree Survial (3

LESER mutaton
(N =44

Months since Randomization




Histologie : Conclusions

INCONTOURNABLE
AdenoCarcinome et Epidermoide
Des tumeurs différentes
Des biologies différentes

Des traitements différents



Diagnostic Suisse 2012

Biopsy/Cytology
Squamous Cell Ca Adenocarcinoma NSCLC-NOS

Adeno phenotype Squamousphenotype

No further /
examination | TTF1+,p63- p63+, TTF1-

EGFR / KRAS J_

» Stage 3/4

(mutation analysis)
No further

examination

Pathologie Moléculaire



Pathologie Moléculaire

Voies de signalisation impliquées dans la croissance et la
survie des cellules tumorales

Activations ...... Hyperexpressions
Mutations
Délétions
Fusions

Trouver les mutations ..délétions ...fusions
sur lesquelles on peut agir



Pathologie Moléculaire

HERI1 HER1 (EGFR), HER2,
(EGFR) HER3, or HER4

EGFR-specific ligands
(e.g., epiregulin and transforming

rowth factor «
& ) Cell membrane

HER1
(EGFR)

am\s

/ 4 Tyrosine kinase l
X domains RAF
Turnover normal et . P4
homéostase conservée f\' S*_"
MEK

yropTa ’ Cell proliferation, 8 MAPK

Nucleu§."/ cell survival, metastasis, Sy Cascade normale. Activation
and angiogenesis % | réguléedes signaux nucléaires




Pathologie Moléculaire
Le travail supplémentaire du
pathologue

Ligand binding domain

Substitutions:
e.g. G718X
(5%)

Ligand binding domain
Deletions:
< T . . e.g. delE736-
Transmembrane region ) A750 (45%)

Substitutions:
e.g. D761Y
(1%)

Substitutions
Tyrosine kinase domain e.g. VI65A

‘0
(1)

Substitutions,
Insertions, duplications
eqg. T790Mm

(5-50%)

XOOOOOOOOMX

X

Substitutions:
e.g. LB58R
(40-45%)

* T780M <5% at intial EGFR mutations, however it 15 1he magor resisiance mutation (50%) after treatment with reversitle TKis




*
1/Activation de I'EFGR ¢ 5 *

St :.:. ﬁ-s' Ras
. :‘ ' *\‘\‘

P Raf "PAK Rac

P
|
/ - : } }
£g MEK (SEK) Rho

+ . v

ERK IJNK  Cytoskeleton
organisation

2/Transduction du signgl
3/Transcription des génes«ibles

E__ ——| Différentiation
\-,Apoptose

l \\‘ Proliferation
Angiogeneése

Migration

Dérégulation dans les cancers = addiction oncogénique




Pathologie Moléculaire

Mutation activatrice (tyrosine
kinase) induit une activation

permanente avec des effets
Inhibitors o
oncogéniques
o @

Tyrosine Kinase Inhibitor Therapy

| Mutations EGFR :
— 10-15% des Adénoca

Q Nucleus




Pathologie Moléculaire

A Overall

Probability of Progression-free
Survival

No. at Risk
Gefitinib

Hazard ratio, 0.74 (95% Cl, 0.65-0.85)

P<0.001

Events: gefitinib, 453 (74.4%); carboplatin
plus paclitaxel, 497 (81.7%)

Carboplatin
plus
paclitaxel

Gefitinib

609

Carboplatin plus 608

paclitaxel

4

Months since Randomization

363 212 76
412 118 22

B EGFR-Mutation{-Positive
].0 “'-q‘k

0.8+

0.6

0.4-

0.2+

Probability of Progression-free

0.0

|, 0.48 (95% C1, 0.36-0.64)
P<0.001
v =wefrtinib, 97 (73.5%); carboplatin

plus paclitaxel, 111 (86.0%)

Carboplatin
plus
paclitaxel

Gefitinib

0

No. at Risk

Gefitinib 132

Carboplatin plus 129
paclitaxel

108 71
103 37

C EGFR-Mutatio

Probability of Progression-free
Survival

No. at Risk
Gefitinib

iI—Negative

1e

0.8+

0.6

0.4

0.2+

{azard ratio, 2.85 (95% Cl, 2.05~3.98)
P<0.001

Events: gefitinib, 88 (96.7%); carboplatin
plus paclitaxel, 70 (82.4%)

\L\‘ Carboplatin plus
-, paclitaxel

e —

Gefitinib

0.0
0

91

Carboplatin plus 85

paclitaxel

T T T T 1

& 8 12 16 20 24

Months since Randomization

21
58

D Unknown EGFRM
1.0~

0.8+

Probability of Progression-free
Survival

utation Status

Hazard ratio, 0.68 (95% CI, 0.58-0.81)

P<0.001

Events: gefitinib, 268 (69.4%); carboplatin
plus paclitaxel, 316 (80.2%)

Carboplatin Gefitinib

plus
paclitaxel

No. at Risk

Gefitinib 386

Carboplatin plus 394
paclitaxel

Months since Randomization

234 137 43
251 67 14

MOK NEJM 2009




PFS Proba bility

Group MW Meadian [M} G5 Cl

— Erdotinib &2 181 1.28 to #69
PC E1 .52 1.48 1o 467

12 18
PFS (months)

AdenoCa muté

Pathologie
Moléculaire

A Progressicon-fres- Survival Population
10
20

Progress io miree Survival f4)

Standard
chemotherapy

Pz G000 [H=11)
o T

T T T T T
3 a 17 15 18
Months since Randomization

B Pati=niz Receiwing Gefitinib
10—

Exonm 19 del=tion

LESER mutaton
(N =44

Progressiomefree Survival (%)

1 T ] T
9 13 15 1&
Months since Randomization




Translocation EML4-ALK e e

AdéenoCa (<4% des NSCLC)
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Des mutations différentes
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Pathologie Moléculaire

® Histologie
B [mmunohistochimie |
B Pour tout NSCLC non épidermoide, = .
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» Rechercher mutation du géne EGFR 2
 translocation EML4-ALK

» Futur : mutations KRAS, (BRAF, HER2,
PISKCA)



LE FUTUR

Squamous Cell Carcinoma

EGFR and ALK testing not
routinely performed

Adenocardnoma,
large cell, non-small cell NOS
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Perform EGFR and ALK testing
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Le futur

Systematic Genotyping of Lung Adenocarcinomas
at DFCI
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Conclusions pour stades avances

Pour augmenter la survie
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Follow up lequel?
Pas de consensus

Mise au point : CHEST 2013



Am CCP

Follow-up for therapy-related complications should be managed by an appropriate speciahist during the
first 3-6 mo after therapy, then depends on results from multidisciplinary tumor board recommendations
{Grade 20,

Surveillance by clinical examination and choice of chest radiograph or CT scan should be arranged every
& mo for 2 y then vearly for patients with good performance status and pulmonary function (Grade 1),

Surveillance [or recurrence or metachronous tumor should be arranged by a multidisciplinary team

approach, with the health-care team that initiated lung cancer treatment overseeing the surveillance
process (Urade 2C).

Blood tests, PET scans, sputum cytology, tumor markers, and fluorescence bronchoscopy were not
recommended for surveillance (Grade 20),

Patients with lung cancer who smoke should be encouraged to quit smoking and be oflered
yharmacotherapeutic and behavior therapy to assist with smoking cessation (Grade 1A).




NCCN

History & physical examination with contrast-enhanced CT scan every 4-6 mo for 2 v (2B), then history
and physical examination and noncontrast-enhanced CT scan annually (2B).
PET scan or brain MRI not indicated during routine follow-up.

Smoking cessation interventions recommended. Annual influenza and pneumococcal vaceination with
revaccination as appropriate,




ESMO

Follow-up for treatment-related complications at 3 and 6 mo (2C),
History and physical examimation and CT sean every 6 mo for 2 vy, then annually (1C).

No PET/CT scan recommended because no correlation found between early detection of recurrence and
survival benehit (2C).
Smoking cessation interventions recommended (1 A).




