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Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) RR (%) PFS (m) OS (m) 

EGFR Mutation 10% Gefitnib  Erlotinib  

Afatinib  

55-70% 9-13 20-31 

ALK Translocat

ion 
4% Crizotinib  50-65% 7-11 20-25 

BRaf Mutation 2% Vemurafenib, 

dabrafenib  

32%-53% 

68% (bith .)  

5-7.3 

ROS1 Translocat

ion 
1% Crizotinib  80 9-19 NR 

HER2 Mutation 1% Trastuzumab, 

HER2-TKI 

40-50% (+ 

trast  + 

chm) 

5 24 

KRas Mutation 25% Trametinib , 

selumetinib  

16% (+DCT) 5.1  

PI3K 

 

Mutation 2% BKM120 0 NR 

MET Amplif . 

mutation  
2-5% Crizotinib  39% 5 

RET Translocat

ion 
2% Cabozantinib 20% 5 



Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) Drugs (2L) 

EGFR Mutation 10% Gefitnib  Erlotinib  

Afatinib  

AZD9291, Rociletinib  

ALK Translocation 4% Crizotinib  Alectinib , ceritinib , 

lorlatinib  

BRaf Mutation 2% Vemurafenib, 

dabrafenib  

Dabrafenid  + 

trametinib  

ROS1 Translocation 1% Crizotinib  Ceritinib , Lorlatinib  

HER2 Mutation 1% Trastuzumab Afatinib , Lapatinib , 

Neratinib  

KRas Mutation 25% Trametinib , 

selumetinib  

Abemiciclib  

PI3K 

 

Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 



Mutation EGFR : rôle des hormones  

ÅLADIE (IFCT-1003) : Int®r°t de lõassociation dõun anti-

ïstrog¯ne ¨ un EGFR-TKI chez les femmes porteuses dõun 

CBNPC. 

Femmes 

Stades 

avancés 

Ménopausée 

Adénocar -

cinome  

Tissu 

disponible  

Chimio 

1L/2L  
EGFR WT 

Erlotinib  

Erlotinib + 

Fulvestrant  

R 

Gefitinib  

Gefitinib + 

Fulvestrant  

R EGFR Mut 
Chimio     

0 ou 1L  

Ouvert : Larrey, Cahors, 

Pasteur, Cédres 



Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) Drugs (2L) 

EGFR Mutation 10% Gefitnib  Erlotinib  

Afatinib  

AZD9291, Rociletinib  

ALK Translocation 4% Crizotinib  Alectinib , ceritinib , 

lorlatinib  

BRaf Mutation 2% Vemurafenib, 

dabrafenib  

Dabrafenid  + 

trametinib  

ROS1 Translocation 1% Crizotinib  Ceritinib , Lorlatinib  

HER2 Mutation 1% Trastuzumab Afatinib , Lapatinib , 

Neratinib  

KRas Mutation 25% Trametinib , 

selumetinib  

Abemiciclib  

PI3K 

 

Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 

RO29750 

Alectinib 



Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) Drugs (2L) 

EGFR Mutation 10% Gefitnib  Erlotinib  

Afatinib  

AZD9291, Rociletinib  

ALK Translocation 4% Crizotinib  Alectinib , ceritinib , 

lorlatinib  

BRaf Mutation 2% Vemurafenib, 

dabrafenib  

Dabrafenid  + 

trametinib  

ROS1 Translocation 1% Crizotinib  Ceritinib , Lorlatinib  

HER2 Mutation 1% Trastuzumab Afatinib , Lapatinib , 

Neratinib  

KRas Mutation 25% Trametinib , 

selumetinib  

Abemiciclib  

PI3K 

 

Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 

RO29750 Alectinib 

Lorlatinib (phase 1) 

GSK113928 

Dabra + trame 
AcSé 

vemurafenib 



Traitement  

ÅVemurafenib. Essai VE -BASKET. n = 20 CBNPC. 

ÅTaux de réponse 42% (TCM 84%) 

ÅPFS: 7.3 mois 

ÅMédiane de survie : non atteinte  

 

Hyman, NEJM 2015 



Traitement  

ÅVemurafenib. Sérié européenne EURAF. N = 35  

ÅTaux de réponse si traité par vemurafenib 53% (TCM 

85%) 

ÅPFS: 5 mois 

ÅMédiane de survie : 25.3 mois (pour les V600E)  

 

Gautschi, Mazieres, JTO 2015 



Traitement  

Planchard  D, ESMO 2014 
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ÅDabrafenib. Essai BRF113928 (cohorte A)  

Ån = 76,  

ÅTR = 32%, TCM 56%, PFS 5.5 mois 

 



Traitement  

ÅDabrafenib + trametinib. Essai BRF113928 (cohorte B)  

Ån = 33,  

ÅTR = 63%, TCM 88% 

 

Johnson BE, ASCO 2015 

Å The median duration of response was not reached 
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a1 patient discontinued at day 23 and did not have any post-baseline scans for efficacy.  



Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) Drugs (2L) 
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HER2 Mutation 1% Trastuzumab Afatinib , Lapatinib , 
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Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 

RO29750 Alectinib 

Lorlatinib (phase 1) 

GSK113928 

Dabra + trame 
AcSé 

vemurafenib 

Lorlatinib    

(phase 1) 



New targets : ROS1 

ÅEuropean series 2013 -2014.  

ÅN = 31 patients ROS1+ (FISH) 

ÅTreated with crizotinib  

ÅTR = 80%, PFS = 9.1 m 

Mazieres J, JCO 2015 

ÅExpansion of a phase 1 trial  

ÅN = 50 ROS1+ (FISH) 

ÅTreated with crizotinib  

ÅTR = 72%, PFS = 19.2 m 

Shaw A, NEJM 2014 



Thérapies ciblées en 2015  

Target  Biology % Drugs (1L) Drugs (2L) 
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Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 

RO29750 Alectinib 

Lorlatinib (phase 1) 

GSK113928 

Dabra + trame 
AcSé 

vemurafenib 

Lorlatinib    

(phase 1) 
IFCT R2D2  

(2016) 



Les facteurs de croissance : HER2  

ÅUne anomalie génétique (insertion exon 20 HER2)  

 

 

 

 

ÅOncogène moteur sur modèle murin  

 

Arcila  ME, CCR 2012 

Perera  SA, PNAS 2008 



Les facteurs de croissance : HER2  

Mazieres J, Annals of Oncology 2015 
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RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  

LADIE IFCT 

RO29750 Alectinib 

Lorlatinib (phase 1) 

GSK113928 

Dabra + trame 
AcSé 

vemurafenib 

Lorlatinib    

(phase 1) 

Select 1 

(selumatenib) 
JPBK 

(abemiciclib) 

IFCT R2D2  

(2016) 



Les essais ciblant KRas 

Cancer bronchique  

KRas muté (centralisé) 

Evolutif après une ligne de 

chimio 

Docetaxel + Selumetinib 

Docetaxel + Placebo 

R 

ÅSELECT-1 (Astra -Zeneca) 

 

 

 

 

 

 

Å JUNIPER (JBPK, Lilly) 

Cancer bronchique  

KRas muté (centralisé) 

Evolutif après deux lignes 

de chimio 

LY2835219, Abemaciclib  

Erlotinib 

R 
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RO29750 Alectinib 

Lorlatinib (phase 1) 

GSK113928 

Dabra + trame 
AcSé 

vemurafenib 

Lorlatinib    

(phase 1) 

Select 1 

(selumatenib) 
JPBK 

(abemiciclib) 

AcSé crizotinib 

IFCT R2D2  

(2016) 



Nouvelles cibles : cMET  

Audrey Rabeau, JM. Vantelon  

ÅAmplification de cMET (> 6 copies, ratio 

MET/Centromére > 2,2).  

ÅRéponse sous crizotinib (hors essai clinique)  



Nouvelles cibles : cMET  

19/11/2015 
09/09/2015 

Inclusion trial 

INC-280 (MET 

inh.) 

MET amplification 



Overview of targeted therapy in 2015  

Target  Biology % Drugs (1L) Drugs (2L) 

EGFR Mutation 10% Gefitnib  Erlotinib  

Afatinib  

AZD9291, Rociletinib  

ALK Translocation 4% Crizotinib  Alectinib , ceritinib , 

lorlatinib  

BRaf Mutation 2% Vemurafenib, 

dabrafenib  

Dabrafenid  + 

trametinib  

ROS1 Translocation 1% Crizotinib  Ceritinib , Lorlatinib  

HER2 Mutation 1% Trastuzumab Afatinib , Lapatinib , 

Neratinib  

KRas Mutation 25% Trametinib , 

selumetinib  

Abemiciclib  

PI3K 

 

Mutation 2% BKM120 Dual inhibitors  

MET Amplif . 

mutation  
2-5% Crizotinib  INC280 

RET Translocation 2% Cabozantinib Sorafenib, 

vandetanib, ponatinib  



SAPHIR-IFCT LUNG 



Intégration de plusieurs cibles  

Å SAFIR-IFCT 02 lung ð High Speed Genomics as a tool in therapeutic 

decision -making in patients with metastatic NSCLC.  



10/12/2015 24 

INCLUSIONS  



10/12/2015 25 

DECISIONS THERAPEUTIQUES 

306 inclusions 

192 analyses des 

profils revus en MTB 

échec biopsie; 
31 

échec 
cellularité; 61 

analyses en 
cours; 22 

analyses 
disponibles; 

192 



Introduction  



Immunothérapie : principales molécules  

Type Nom Laboratoire  Essais 

Anti -CTLA4 Ipilimumab   BMS Phase 3 

 

Tremelimumab  

 

MedImmune, 

Astra-Zeneca 

Phase 2 

 

Anti -PD1 Nivolumab  (Opdivo) 

 

BMS ATU, AMM 

Pembrolizumab  

(Keytruda ) 

MSD Phase 3 

 

Avelumab   

 

Merck KGaA, 

Pfizer  

Phase 3 

Anti -PDL1 MEDI-4736   

(durvalumab ) 

MedImmune, 

Astra-Zeneca 

Phase 3 

 

BMS-936559  

 

BMS Phase 1 

MPDL-3280A 

(Atezolizumab ) 

Genentech -

Roche 

Phase 2 et 3  

 



Immunothérapie : les phases 2  

ÅPOPLAR. Atezolizumab  vs taxotére.  

Median 12.6 mo 
(9.7, 16.4) 

Median 9.7 mo 
(8.6, 12.0) 

Minimum follow  

up = 13 months 

HRa = 0.73 (0.53, 0.99) 

P value = 0.040 

Atezolizumab 

Docetaxel 

Censored + 

ÅEvent/patient ratio: 60% (54% for atezolizumab, 66% for docetaxel)  

Vansteenkiste, ESMO 2015 



Immunothérapie : les phases 3  

ÅCHECKMATE 017. Nivolumab  vs taxotére .  

ÅCancers épidermoides  pré -traités  

Brahmer J, NEJM 2015 



Immunothérapie : les phases 3  

ÅCHECKMATE 057. Nivolumab  vs taxotére .  

ÅAdénocarcinomes  pré -traités  

Borghaei, NEJM 2015 



Immunothérapie : 2015 

ÅQq exemples  

Guibert N, Expert Opininion in Biological  Therapy 



Immunothérapie : 2015 

ÅQq exemples  

Guibert N, Expert Opininion in Biological  Therapy 


