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History of Therapy in Advanced NSCLC: FDA
Approval Dates

Docetaxel Gefitinib
2002 2003
= First-line Eiotini
; rlotini
SQCOHQ-“FIG Do;g;gxel Pemetrexed
Third-line

2004
— Not approved Paclitaxel
Gemcitabine

Carboplatin* Median

Cisplatin* 1989 overall
1978 survival,

> . months

1970 1980 1990 2000

Bevacizumab + PC
Best supportive care Single-agent platinum Doublets

. Histology-directed Therapy
*Label does not include NSCLC-specificindication Standard therapies

Foodand Drug Administration. At http://www.fda.gov/cder/cancer/druglistframe.htm: Accessed August 28, 2006.; National Comprehensive Cancer
Network (NCCN). Practice Guidelines in Oncology. Non-small cell lung cancer v2.2006. Accessed August 28, 2006. Schrump et al. Non-small cell lung
cancer. In: Cancer: Principles and Practice of Oncology. 7th ed. Philadelphia, PA: Lippincott Williams & Wilkins; 2005.

Treatment Paradigms for Advanced NSCLC

® Platinum-based, doublet chemotherapy improves

survival and QOL in patients with good PS in advanced
NSCLC.

e Two drugs are better than one drug
e Three drugs are no better two
e Third-generation (newer) drugs are better than old

regimens

® Elderly patients with good PS can be treated safely

® Benefit of chemotherapy in PS 2 patients is modest
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Phase Il Trial of (AVASTIN) Bevacizumab
In Non-Squamous NSCLC: ECOG 4599

N=855 (eligible)

(PC)

Paclitaxel 200 mg/m?
/ Carboplatin AUC = 6
(q 3 weeks) x 6 cycles
Eligibility:
¢ Non-squamous NSCLC
¢ No Hx of hemoptysis

« No CNS metastases (PCB)

PC x 6 cycles
+
Stratification Variables: Bevacizumab

*RTvs no RT (15mg/kg q 3 wks) to PD
eStage IlIB or IV vs recurrent

*Wtloss <5% vs >5%
«Measurable vs non-measurable

Sandler, et al. New Engl J Med. 2006;355(24):2542-2550.

No crossover to
Bevacizumab
permitted
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FLEX : Study Design

Pirker R, et al. Lancet. 2009;373(9674):1525-1531.

IPASS (Iressa Pan-Asia Study):

Patients
-Chemonaive

-Age >18 years
-Adenocarcinoma histology
=Never or light ex-smokers*

-Life expectancy
>12 weeks

-PS0-2

=Measurable stage IIIB / IV
disease

Study Design

1:1 randomisation

carboplatin
(AUC5 or 6) / paclitaxel
(200 mg/ m?)
g3 wk

Endpoints

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

*Never smokers, <100 cigarettes in lifetime; light ex-smokers, stopped 215 years ago and
smoked <10 pack years; #limited to a maximum of 6 cycles
Carboplatin/ paclitaxel was offered to Iressa patients upon progression

Mok TS. NEJM 2009
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