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Objectives

¸Discuss recent ASCO data on the use of 
novel approaches in initial treatment and 
maintenance of non-small cell lung cancer 
(NSCLC).

¸Evaluate patient characteristics that predict 
response and toxicity to recently approved 
therapies.

¸Describe the role of supportive care in 
managing patients receiving new treatment 
regimens for NSCLC.



Lung Cancer in the 1990s



Epidemiology 



Lung Cancer 

Primary Risk 

Factors

¸Age

¸Smoking



Pathology

¸ Non-Small Cell Lung Cancer (87% of lung cancer)

¸ Adenocarcinoma (37-47%) 

¸ Most common in non-smokers

¸ Squamous Cell (epidermoid) carcinoma (25-32%)

¸ Slower growing ïbetter prognosis than 

adenocarcinoma

¸ Clear relationship with smoking

¸ Large Cell Carcinoma (10-18% - incidence)
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NSCLC Prognosis

Resectable 5 year survival

IA >70%

IB 60%

IIA 50%

IIB 30-40%

IIIA 10-30%

Unresectable Median survival

IIIB 10-14 months

IV 4-9 months



Initial Treatment



Principles of Treatment for 

Advanced NSCLC

¸ Platinum-based chemotherapy prolongs survival, 
improves symptoms, and increases quality of life 
compared to supportive care

¸ New agent platinum combinations have shown:
¸ ORR = 25-35%

¸ TTP = 4-6 months

¸ Median survival = 8-10 months

¸ 1 year survival = 30-40%

¸ No specific platinum-based chemotherapy doublet is 
superior

¸ Performance status (PS) 3-4 do not benefit from 
therapy

NCCN Practice Guidelines:  Non-Small Cell Lung Cancer v.2.2009



Principles of Treatment for 

Advanced NSCLC

¸ Bevacizumab + chemotherapy or chemotherapy 

alone is indicated in patients with PS 0-1 

¸ Cetuximab + vinorelbine/cisplatin is indicated in PS 

0-2 patients who meet criteria for cetuximab

¸ Stage IIIB with pleural effusion/IV, EGFR + by IHC, no 

brain metastases

¸ Cisplatin/pemetrexed has shown superior efficacy 

and reduced toxicity compared to 

cisplatin/gemcitabine in nonsquamous histology 

NCCN Practice Guidelines:  Non-Small Cell Lung Cancer v.2.2009



FLEX: Cetuximab + Chemotherapy in 

First-Line Advanced NSCLC

Pirker R, et al. ASCO 2008. Abstract 3.

Cisplatin 80 mg/m2 on Day 1 +

Vinorelbine 25 or 30 mg/m2 on

Days 1 and 8 every 3 weeks for a 

maximum of 6 cycles +

Cetuximab 400 mg/m on Day 1 

250 mg/m2/week thereafter 

(n = 557)

Cisplatin 80 mg/m2 on Day 1 +

Vinorelbine 25 or 30 mg/m2 on

Days 1, 8 every 3 weeks for a

maximum of 6 cycles 

(n = 568 )Patients with 

stage IIIB/IV, EGFR-

positive NSCLC 

by IHC

(N = 1125)

Stratified by ECOG performance score 0/1 vs 2

Cetuximab

Maintenance

Until disease 

progression

or unacceptable 

toxicity

ÁPrimary endpoint: OS



FLEX: OS (ITT)

¸Median OS in the ITT population:

¸ Chemotherapy arm (n = 568): 10.1 months

¸ Cetuximab + chemotherapy arm (n = 557): 11.3 

months 

¸ HR: 0.871 (95% CI: 0.762-0.996; log rank P = 

.044)

¸ 1-year survival

¸ Chemotherapy arm: 42%

¸ Cetuximab + chemotherapy arm: 47%

Pirker R, et al. ASCO 2008. Abstract 3.



FLEX: Secondary Endpoints

Pirker R, et al. ASCO 2008. Abstract 3.

Chemotherapy
(n = 568)

Cetuximab + 
Chemotherapy

(n = 557)

HR (95% CI) P Value

ORR, % 29 36 -- .012

PFS, mos 4.8 4.8 0.943
(0.825-1.077)

.387

TTF,* mos 3.6 4.2 0.859
(0.760-0.970)

.015

*Post hoc analysis.



FLEX: Differences in Race

White

(n = 946)

Asian

(n = 121)

Prognostic factors, %

¸ Adenocarcinoma 44 72

¸ Female 27 46

¸ Never smoked 17 52

¸ ECOG performance score 0/1 81 94

Post-study treatment

¸ EGFR TKIs, % 17 61

¸ Median OS, mos (95% CI) 9.6 

(9.0-10.4)

19.5 

(16.4-23.3)

Pirker R, et al. ASCO 2008. Abstract 3.



FLEX: Asian Subgroup

Chemotherapy 

(n = 59)

Chemotherapy

+ Cetuximab

(n = 62)

P Value

Baseline prognostic factors

¸ Adenocarcinoma, % 80 65

Post-study treatment

¸ EGFR TKIs, % 73 50

¸ OS, mos 20.4 17.6 NS

¸ RR, % 44 50 NS

¸ Small sample size (n = 121; 10% of total) and difference in histology and 

post-study EGFR TKI treatment do not allow to draw definitive conclusions

Pirker R, et al. ASCO 2008. Abstract 3.



¸Median OS:

¸ Chemotherapy arm (n = 480): 9.1 months

¸ Cetuximab + chemotherapy arm (n = 466): 10.5 

months 

¸ HR: 0.803 (95% CI: 0.694-.928; log rank P = .003)

¸ 1-year survival

¸ Chemotherapy arm: 37%

¸ Cetuximab + chemotherapy arm: 45%

FLEX: OS Among White 

Population

Pirker R, et al. ASCO 2008. Abstract 3.



FLEX: OS in White Population 

(Prespecified Analysis) 

Median OS, Mos

Chemotherapy
Chemotherapy 

+ Cetuximab
HR (95% CI)

White (n = 946) 9.1 10.5
0.803

(0.694-0.928)

Adenocarcinoma

(n = 413)
10.3 12.0

0.815

(0.649-1.023)

Squamous cell (n = 

347)

8.9 10.2 0.794

(0.626-1.007)

Other* (n = 185) 8.2 9.0 0.807

(0.584-1.115)

*Includes large cell, adenosquamous, undifferentiated.

Pirker R, et al. ASCO 2008. Abstract 3.



FLEX: Safety

Adverse Events 

(Grade ¾)

Chemotherapy 

(n = 562)

Chemotherapy

+ Cetuximab

(n = 548)

P Value

Any event 86% 91% < 0.05

Febrile neutropenia 15% 22% < 0.05

Acne-like rash (Gr 3) < 1% 10% < 0.05

Diarrhea 2% 5% < 0.05

Infusion reactions < 1% 4% < 0.05

Treatment-related  

deaths

2% 3% NS

Pirker R, et al. ASCO 2008. Abstract 3.



¸ Diffuse, acneiform 
rash in up to 66% 

¸ Begins 1 week after 
therapy initiation

¸ Variable response to 
anti-acne treatment 
¸ Benzoyl peroxide, 

retinoids, antibiotics

¸ Prophylactic 
minocycline 100 mg 
PO daily reduced 
lesions and itching x 
8 weeks vs. placebo

Supportive Care:  Cetuximab-

Induced Rash

Segaert S, Van Cutsem E. Ann Oncol. 2005;16:1425-33.  Scope A, et al. J Clin Oncol 2007;25:5390-6.  



¸Phase III, randomized, noninferiority 

study 

¸Primary endpoint - Overall Survival

¸Secondary endpoints
¸Response rate, duration

¸Progression-free survival 

¸Time to progression 

¸Toxicity

Cisplatin With Pemetrexed vs 

Cisplatin With Gemcitabine

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



Study Design

Cisplatin 75 mg/m2 day 1 plus 

Gemcitabine 1250 mg/m2

day 1 & 8

Randomization

Factors

ÅStage IIIB/IV

ÅPS 0-1

ÅGender 

ÅHisto vs cyto dx 

ÅBrain mets hx

R

Cisplatin 75 mg/m2 day 1 plus 

Pemetrexed 500 mg/m2, day 1

Vitamin B12, folate, and dexamethasone given in both arms

Each cycle repeated 
q3weeks up to 6 cycles



Pre-Specified Subset Analyses

¸ Randomization factors, plus:

¸Age group

¸Ethnicity

¸Smoking status

¸Histology 



Patient Characteristics

Cis/Pem (N=862) Cis/Gem (N=863)

Median Age (range) 61 (28.8 ï83.2) 61 (26.4 ï79.4)

Age < 65 years 541 (62.8%) 577 (66.9%)

Males 605 (70.2 %) 605 (70.1 %)

ECOG PS 1 556 (64.5 %) 554 (64.2 %)

Never Smokers 128 (14.8%) 122 (14.1%)

Caucasians 669 (77.6%) 680 (78.8%)



Disease Characteristics

Cis/Pem (N=862) Cis/Gem (N=863)

Adenocarcinoma

Squamous Cell

Large Cell

NSCLC, NOS

436 (51%)

244 (28%) 

76 (9%)

106 (12%) 

411 (48%)

229 (27%)

77 (9%)

146 (17%)

Stage IV 

Stage IIIB (all)

Stage IIIB (wet 

only)

657 (76%)

205 (24%)

67 (8%)

653 (76%)

210 (24%)

51 (6%)

Brain Metastases 17 (2%) 17 (2%)



Drug Delivery

Cis/Pem

(N=839)

Cis/Gem

(N=830)

Median cycles (range) 5 (1 ï7) 5 (1 ï8)

Cycles delayed                          

(% total cycles)
315 (8.6%) 408 (11.3 %)

# Doses reduced (Day 1)
Cis 64

Pem 54

Cis 154 

Gem 362 

Gemcitabine Day 8 

omission
339

Relative Dose Intensity
Cis 95.0% 

Pem 94.8%

Cis 93.5% 

Gem 85.8%



Overall Survival



Overall Survival by Histology

MST (months) Adjusted HR Adjusted p-value

Cis/Pem Cis/Gem Sup. Non-inf.

Adeno 

(n=847)

12.6

(10.7, 13.6)

10.9

(10.2, 11.9)

0.84

(0.71, 0.99)

0.033 <0.001

Large Cell 

(n=153)

10.4

(8.6, 14.1)

6.7

(5.5, 9.0)

0.67

(0.48, 0.96)

0.027 <0.001

Squamous 

(n=473)

9.4

(8.4, 10.2)

10.8

(9.5, 12.1)

1.23

(1.00, 1.51)

0.050 0.663

NSCLC, 

NOS 

(n=252)

8.6

(6.8, 10.2)

9.2

(8.1, 10.6)

1.08

(0.81, 1.45)

0.586 0.291

(95% CI)



Overall Survival in Patients with 

Adenocarcinoma or Large Cell


