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JMDB
First-Line NSCLC: Study design

Vitamin B12, folate, and dexamethasone given in both arms 

Cis/Pem, cisplatin/pemetrexed; Cis/Gem, cisplatin/gemcitabine 

Scagliotti GV, et al. J Clin Oncol 2008;26:3543-51.  

Randomization Factors  
• Stage  
• Performance status 
(PS) (0 vs. 1) 

• Gender  
• Histologic vs cytologic 
diagnosis 

• History of brain 
metastases 

R Each cycle repeated  
every 3 weeks up to 6 cycles 

75 mg/m2 day 1 +  
500 mg/m2 day 1 

75 mg/m2 day 1 +  
 1250 mg/m2 days 1 & 8 

, 
,  

,   

Cis/Pem vs. Cis/Gem in First-Line NSCLC:
- 

Cis/Pem, cisplatin/pemetrexed; Cis/Gem, cisplatin/gemcitabine; CI, confidence interval; HR, hazard ratio; mos, months 
non-squamous = patients with adenocarcinoma or large cell carcinoma  

Adapted from Scagliotti GV, et al. J Clin Oncol 2008;26:3543-51.  
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Traditional view 

Adenocarcinoma 
Squamous 
Large-cell 

oma 
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NO MUTATION 
DETECTED

EML4-ALK

DOUBLE         
MUTANTS

BRAF 
PIK3CA 
HER2
MET AMP
MEK1
NRAS
AKT1

KRAS

EGFR
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Lung Cancer Mutation Consortium 
(Adenocarcinomas)2 

The Cancer Genome Atlas project 
(Squamous Cell Carcinoma)3 

*Amplification only 
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Gefitinib  

Erlotinib  

, 
,  

,   

Gefitinib 

(250 mg daily) 

Carboplatin  
(AUC 5 or 6) / 

paclitaxel  
(200 mg / m2)  

3 weekly# 

1:1 randomisation  
          

 
 

* Never smokers, <100 cigarettes in lifetime; light ex-smokers, stopped ≥15 years ago and smoked ≤10 pack years; # limited to a 
maximum of 6 cycles  
Carboplatin / paclitaxel was offered to Gefitinib patients at progression 
PS, performance status; EGFR, epidermal growth factor receptor 

Patients 
• Chemonaïve 

• Age ≥18 years  

• Adenocarcinoma 
histology 

• Never or light 
ex-smokers* 

• Life expectancy 
≥12 weeks 

• PS 0-2 

• Measurable stage IIIB / 
IV disease 

Primary 
•  Progression-free survival   
(non-inferiority) 
 
Secondary 
•  Objective response rate 
•  Overall survival  
•  Quality of life 
•  Disease-related symptoms  
•  Safety and tolerability 
 
 
Exploratory 
•  Biomarkers 

•  EGFR mutation 
•  EGFR-gene-copy number 
•  EGFR protein expression  

Endpoints 

Mok et al 2009, Fukuoka 2009 
, 

,  
,  

 
, 

,  
,   

- OPTIMAL study design

Primary endpoint
•  Progression-free survival (PFS)

Secondary endpoints
•  Overall survival (OS), objective response rate (ORR), 

time to disease progression, duration of response, safety, HRQoL (FACT-L, LCSS), exploratory biomarker analyses

Erlotinib 150mg/day   Chemonaїve 
  Stage IIIB/IV NSCLC 
  EGFR Act Mut+  

(exon 19 deletion or exon 
21 L858R mutation)  

  ECOG PS 0–2 
  (n=165) 

Gemcitabine (1,000 mg/m2 
d1,8) Carboplatin (AUC5 d1) 

q3w, up to 4 cycles 

R 

Act Mut+ = activating mutations; ECOG = Eastern Cooperative Oncology Group; PS = performance status  
HRQoL = health-related quality of life; FACT-L = Functional Assessment of Cancer Therapy-Lung; LCSS = lung cancer symptom scale 

1:1 

Stratification factors 
  Mutation type 
  Histology 
  Smoking status 

Efficacy assessment 
  Every 6 weeks 



 

OPTIMAL Trial
Zhou/Wu ESMO 2010 (LBA #13&14)

Erlotinib 
82 

G/Cb 
72 

HR 

Male/Female 42%/58% 40%/60% 
Adeno 88% 88% 

PFS 13.1 4.6 .16/p<.0001 
RR 83% 36% P<.0001 

PFS – exon 19 del 15.3 4.4 .13 

PFS – 858R mut 12.5 4.6 .26 

  T790M – 1% (n=2) 
  cMET amplification not predictive of benefit if erlotinib or chemo  
  KRAS, PTEN, HER2 – No difference  
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[TITLE]

Yang et al. ASCO 2012 Abstract LBA7500  
, 

,  
,   

Yang et al. ASCO 2012 Abstract LBA7500  

Phase III Lung LUX-3 Trial

1269 screened, 452 EGFR mutation (+) => 345 randomized 
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Yang et al. ASCO 2012 Abstract LBA7500  
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Jain RK. Nat Med. 2001;7:987–989.  , 
,  
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,  

 

PCB PC 

27 10 

12.5 10.2 

14.6 6.4 (p<0.0001) 

22.1 16.9 (p=0.007) 
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AEs of special interest (%) Grade 3  Grade 4  Grade 5  
3 

<1 
<1 
<1 

1 
<1 

5 <1 – 

3 <1 – 

5 2 1 

1 <1 <1 

Pulmonary haemorrhage or haemoptysis  
n=2,212 

Crinò, et al. Lancet Oncol 2010 
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•  ALK

• 
• 

•  EML4
EML4-ALK 1

•  ALK KIF5B
TFG 1,3,4

• 
• 
• 
• 
• 
• 

, 
,  

,   

   

  

 

•  EML4 - ALK 1-3
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Shaw AT, et al. J Clin Oncol. 2009;27:4247 53 

ALK 1) EML4-ALK ii)
EGFR TKIs  
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 0  12  24  36  48  60 24 36

Time (months) 

P=0.004 
(ALK vs. EGFR) 

, 
,  

,   

•  Alice T. Shaw, Dong-Wan Kim, Kazuhiko Nakagawa, Takashi Seto, 
Lucio Crinó, Myung-Ju Ahn, Tommaso de Pas, Benjamin Besse, 
Benjamin J. Solomon, Fiona Blackhall, Yi-Long Wu, Michael Thomas, 
Kenneth J. O’Byrne, Denis Moro-Sibilot, D. Ross Camidge, Vera 
Hirsh, 
Tony Mok, Vanessa Tassell, Anna Polli, Pasi A. Jänne 
on behalf of all PROFILE 1007 investigators 

Presented at the 37th ESMO Congress, Vienna, Austria, 2012 
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N=318 

PROFILE 1007: NCT00932893 

 
●  ALK+ by 

FISH ALK
 

●  3B 4
 

● 
ECOG PS 0−2 

●   
●   

250   
  

PO, 21  
(n=159) 

500 / 2  
or 

75 / 2  
IV, day 1, 21-day cycle 

(n=159) 

 
 

–   
(RECIST 1.1,     
independent 
radiology   review) 

●   
–  (ORR, 

DCR, DR) 
–   
–    
–   

(EORTC QLQ-C30, 
LC13) 

R 
A 
N 
D 
O 
M 
I 
Z 
E 

CROSSOVER TO CRIZOTINIB  
ON PROFILE 1005 

aALK status determined using standard ALK break-apart FISH assay 
bStratification factors: ECOG PS (0/1 vs 2), brain metastases (present/absent), 
and prior EGFR TKI (yes/no) 
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 173  93  38  11  2  0 
 174  49  15  4  1  0 
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0 
 0  5  10  15  20

 25  
 172  93  38  11  2  0
   99  36  12  3  1  0
   72  13    3  1  0   

aAs-treated population: excludes 1 patient in crizotinib arm who did not receive study treatment and 3 patients in 
chemotherapy arm who did not receive study treatment; bvs crizotinib  
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19.5 

: 3.4 (95% CI: 2.5 to 4.7); P<0.0001  
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aClustered term; bno on-treatment assessments 
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