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Pazopanib is an oral angiogenesis inhibitor targeting VEGFR, PDGFR and c-kit. The
objective of this single-arm trial was to determine the clinical/biological activity and
safety of pazopanib given preoperatively in early stage NSCLC patients (pts). After
biopsy and before surgery, pts received pazopanib 800 mg QD for 2-6 weeks followed
by a 7-day washout period prior to surgery. The primary endpoint was tumour volume
change assessed by high resolution CT (HRCT) images performed before and after
pazopanib treatment. Secondary endpoints included RECIST response and safety. The
sequence of centrally reviewed scans was blinded. Analysis of pre-and post-treatment
plasma samples allowed correlation of cytokines/angiogenic factors (C/AFs) with
tumour volume change. Levels of 52 C/AFs were measured by suspension bead
multiplex assays or ELISA. Thirty-five pts were included. Median age was 64 years
(49-81); 63% were female; histologies were adenocarcinoma 60%, squamous cell 11%,
and other NSCLC 29%; stage IA: 20 pts; stage 1B: 13 pts; stage I1A: 1 pt; stage 11B: 1 pt.
Median duration of therapy was 16 days (3-29). Results from the first 26 pts: twenty pts
(87%) had a reduction in tumour volume (changes ranged from —86% to +17%); by
RECIST, 3 pts had a partial response. No Grade 4 and 7 Grade 3 toxicities were seen in 3
of the first 26 pts: ALT increase (2), hypertension (1), dyspnoea (1), pneumonia (1),
urinary tract infection (1), and lymphopenia (1). The C/AF analysis has so far been
performed on 19 paired samples. A significant correlation between baseline levels of
C/AFs and tumour reduction was observed for 8 factors (PIGF, IL-2R, IL-12, IL-16,
TRAIL, SCF, IL-3 and CTACK). In addition, a significant correlation between tumour
reduction and changes in levels of sSVEGFR-2 and VEGF was seen. In conclusion, short-
term pazopanib treatment showed clear single-agent activity in early stage NSCLC with
a favourable tolerability profile. The exploratory analysis found that baseline levels of
several C/AFs may have predictive value for pazopanib treatment. Final results will be
presented. Further clinical development in lung cancer is underway.

A RANDOMIZED PHASE Il STUDY OF PEMETREXED (P)
VERSUS PEMETREXED-CARBOPLATIN (PC) AS SECOND
LINE TREATMENT FOR PATIENTS (PTS) WITH ADVANCED
NON-SMALL-CELL LUNG CANCER (NSCLC)- NVALT 7

E.F. Smit*, N. van Zandwijk?
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NETHERLANDS, ?Pulmonary Diseases, Netherlands Cancer Institute,
Amsterdam/NETHERLANDS

Background: The role of platinum compounds as part of second line therapies in
advanced NSCLC is ill defined. We performed a randomized phase Il trial comparing P
and PC in pts relapsing after platinum-based chemotherapy.

Methods: Main eligibility criteria: histological or cytological proof of advanced
NSCLC, relapse > 3 months (mo) after (first-line) platinum-based chemotherapy,
normal organ reserve, ECOG PS 0-2, age >18 years and signed informed consent. After
stratification, pts were randomized to (A) P 500 mg/m?i.v. q 3 wks or (B) C AUC 5 and
P 500 mg/m? both iv q 3 wks. Response was assessed 6 weekly according to RECIST and
toxicity 3 weekly according to NCI-CTC criteria. The primary endpoint was time to
progression (TTP). Secondary endpoints: objective response rate (ORR), overall
survival (OS), toxicity. The study was designed to detect a 33% decrease in hazard
of progression in the combination arm with 80% power (at a=0.05 two-sided log-
rank test).

Results: From October 2005 to May 2007 151 males and 89 females, median (range)
age 59 (36-84), ECOG PS 0/1/2 33%/58%/9% were enrolled. With data complete and
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after a median follow up of 14.7 mo, median TTP for arm A was 2.8 mo and for arm B
4.2 mo (HR =0.64 [0.49, 0.83], p<0.05). ORR: 4% in arm A and 9% in arm B. Median
OS: 7.6 mo versus 8.0 mo. Toxicities grade 3/4 was 29% in arm A and 44% in Arm B,
mainly hematological without clinical sequel. No patient discontinued treatment due
to toxicity . One fatal toxicity was encountered in arm A, none in arm B.

Conclusions: PC as second line treatment for relapsed NSCLC resulted in a significant
36% reduction of hazard of progression as compared to P alone. Based on the statistical
assumptions of the study, further testing of CP in phase 11l setting is warranted. The
role of platinum combinations in relapsed NSCLC deserves further study.

2270 | RESISTANCE TO EGFR TKIS AND SERUM PROTEOMIC
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chemotherapy). Before erlotinib treatment, all patients had a fresh-frozen biopsy for
gene expression profiling. Erlotinib (150mg/day p.o.) was given until progression,
death, or unacceptable toxicity. CB was defined as either an objective response or stable
disease >12 weeks (according to RECIST). Other markers including EGFR FISH, EGFR
IHC and EGFR/KRAS mutation were also evaluated.

Results: 264 patients from 26 centres in 12 countries were recruited. Gene
expression profiles from 102 patients were suitable for statistical analyses. The
primary analysis of CB vs no CB patients did not identify statistically significant
genes after correction for multiple testing, thus (based on power calculation) no
‘highly predictive’ markers were found. However, an initial exploratory analysis
identified 3 markers of response: EGFR, PSPH and RAPGEF5 (Tan et al, WCLC
2007). Validation of these findings is ongoing. Further exploratory analyses are
being conducted utilising an alternative definition of benefiting patients, ‘gene-set’
analysis based on biological pathway/genomic location, and taking prior
chemotherapy response as a covariate, referred to as MERIeDA. Results of these
analyses will be presented and discussed.

Conclusions: MERIT is one of the largest multicentre, gene-profiling studies ever
performed in NSCLC and the gene profile dataset is a valuable tool to assess the
relevance of differential expression of pathway-related single genes or gene sets relative
to various clinical endpoints. These analyses help to better understand cancer
progression and treatment with targeted therapies.

ADDITION OF CP-751,871, AN ANTI-IGF-IR ANTIBODY, TO
PACLITAXEL AND CARBOPLATIN RESULTS IN HIGH
ACTIVITY IN NON-SMALL CELL LUNG CANCER (NSCLC),
PARTICULARLY IN THE SQUAMOUS SUBTYPE
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Background: The insulin-like growth factor type | receptor (IGF-IR) is specifically
inhibited by CP-751,871 (1), a fully human 1gG2 monoclonal antibody. We report
an updated response and toxicity analysis of a multi-centre, phase Il, non-
comparative study of the combination of I, paclitaxel (T) and carboplatin (C)

vs TC.

Methods: 181 patients (pts) with advanced, chemotherapy-naive NSCLC and
performance status 0/1 have been enrolled and randomised (2:1) to T (200 mg/m?), C
(AUC of 6) and | (10 or 20 mg/kg), or TC alone every 3 wks for up to 6 cycles.
Statistical hypotheses were 28% (null) vs 40% (response of interest). Pts receiving
TCI with response (PR) or stable disease (SD) were eligible to continue single agent |
until disease progression following chemotherapy discontinuation. Pts progressing
on TC alone were eligible to receive single agent | or TCI at the investigator’s
discretion.

Results: Safety data for 178, and efficacy data for 143 pts are available (70% male,
45% >65 years old, 82% stage IV, 49% adenocarcinoma, 20% squamous cell
carcinoma [SCC]). Median number of treatment cycles was 4, with 24.6% of pts
receiving single agent | beyond cycle 6. TCI was well tolerated. All causality grade >3
toxicity included (TCI, TC): hyperglycaemia (11%, 4%), fatigue (9%, 7%) and
neutropenia (14%, 14%). Forty-three of 85 pts receiving TCI (51%, p<0.001) and
21 of 58 pts (36%) on TC alone had objective responses. Of note, 13 of 18 TCI pts
(72%, p<0.001) with SCC responded to treatment, including 6 striking responses in
pts with bulky disease. Of these 6, 1 pt had complete response (CR), 1 pt had
surgically rendered CR (no evidence of disease) and 1 pt had reversal of a superior
vena cava obstruction. Five of 12 pts with SCC (42%) responded to TC alone.
Clinical benefit (PR/SD) was also observed in 3 TC pts with SCC receiving

| upon progression on TC alone. As of January 2008, only 38% of pts on

study have progressed. Hazard ratio for progression free survival is 1.18 in favour of
TCI.

Conclusions: The combination TCI appears safe and effective and has met the study
primary efficacy endpoint (objective response rate). Activity observed in SCC merits
further investigation.
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Background: EGFR-mutant “‘oncogene-addicted” cancers are a distinct form of
NSCLC that can be targeted with erlotinib (Paz-Ares et al. ASCO 2006).

Methods: From April 2005 to December 2007, tumor biopsies from 2312 stage IV
NSCLC p from 43 centers were screened in one central laboratory in Badalona, Spain
for EGFR exon 19 D746-750 deletion and exon 21 L858R mutation. Results were
available within 8 days. p with EGFR mutations were selected for erlotinib therapy.

Results: 307 p had EGFR mutations; data available on 165/307. 48 (29.1%) male; 112
(67.9%) never-smokers; 124 (75.2%) adenocarcinoma; 103 (62.8%) exon 19 deletion,
62 (37.6%) L858R mutation; 89 (53.9%) first-line, 76 (46.1%) second-line. Response in
111 p (73.1%); complete response in 20 p (13.2%); progressive disease in 16 p (10.5%).
Odds ratio for response: 2.3 for p receiving first-line erlotinib and 2 for p with exon 19
deletion. Median survival: 24 months (m) overall; 27 m in responders vs 10 m in non-
responders (P<0.001); not reached in females vs 16 m in males (P=0.04); 27 m for p
with exon 19 deletion vs 16 m for p with L858R mutation (P=0.03). Results of the
multivariate analysis are shown in the table.

Conclusion: Customized erlotinib in EGFR-mutatnt NSCLC p results in longer
survival in p with exon 19 deletion, PS 0, and no brain metastases. The Spanish Lung
Cancer Group has initiated the EUropean Randomized Trial of TArceva vs
Chemotherapy (EURTAC) trial for stage IV NSCLC p to further clarify the prognostic
and predictive relevance of EGFR mutations.

Hazard Ratio 95% ClI P
ECOG PS
0 1 (ref)
1 2.20 0.91-5.36 0.08
>2 3.74 1.26-11.1 0.02
EGFR mutation
Exon 19 deletion 1 (ref.)
Exon 21 L858R mutation 212 1.10-4.53 0.03
Brain metastasis
No 1 (ref.)
Yes 2.8 1.16-6.76 0.02

RANDOMIZED, DOUBLE-BLIND PHASE Il TRIAL OF
CARBOPLATIN + PACLITAXEL [C+P] WITH EITHER DAILY
ORAL CEDIRANIB, AN INHIBITOR OF VASCULAR
ENDOTHELIAL GROWTH FACTOR RECEPTOR [VEGFR]
TYROSINE KINASES, OR PLACEBO, IN ADVANCED NON-
SMALL CELL LUNG CANCER [NSCLC]: A STUDY OF THE
NATIONAL CANCER INSTITUTE OF CANADA CLINICAL
TRIALS GROUP
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Introduction: Cediranib (AZD2171, AstraZeneca), a potent oral inhibitor of all
VEGFRs, shows broad preclinical antitumor activity, including NSCLC. Single-agent
dosing up to 45 mg/d is tolerable, but in combination with various chemotherapy
regimens, lower doses are often necessary. This trial evaluated C+P with cediranib or
placebo in patients [pts] with advanced NSCLC.

Methods: Consenting eligible adult pts (stage 111B/IV any histology; PS 0-1; no
bleeding; anticoagulation and stable, treated brain metastases permitted) were
randomized to receive C (AUC=6) + P (200 mg/m?) q3w with cediranib 30 mg/d or
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placebo. The primary phase Il end-point was progression-free survival [PFS]; an
interim analysis was planned after 96 events in 150 pts; the trial would progress
directly to phase 111 if the hazard ratio [HR] for PFS was >1.3 and there were no safety
concerns. Accrual in phase Il centres continued while the interim analysis was
conducted.

Results: of the interim analysis: 76/74 pts were randomized to cediranib / placebo with
the arms well-balanced for important baseline factors. Analysis stratified by baseline
stratification factors obtained an estimated HR of 1.3 for PFS. Overall response rates
(complete + partial) were 41 % / 20 % for cediranib / placebo (p=0.006).
Hypertension, diarrhea, hand-foot syndrome, anorexia and mucositis were more
common with cediranib but neither bleeding nor thromboembolic events were
increased. More pts on cediranib required dose reductions (37 vs 4 %) or discontinued
protocol therapy (29 vs 12 %) due to toxicity, and more grade 3+ toxicities (75 vs 47%,
p <0.001) and fatal serious adverse events occurred (14 vs 1 %, p=0.005). Accrual was
halted and the trial unblinded at the recommendation of the data and safety
monitoring committee.

Conclusions: The addition of cediranib 30 mg/d augments the antitumor activity of
C+P, but with increased toxicity. Updated results, including all enrolled patients and
overall survival, will be available for presentation.

MO19390 (SAIL) STUDY GROUP: SAFETY OF
BEVACIZUMAB (BV)-BASED THERAPY AS FIRST-LINE
TREATMENT OF ELIGIBLE NON-SMALL-CELL LUNG
CANCER (NSCLC) PATIENTS (PTS)

N. Pavlakis®, L. Crino?, E. Dansin®, F.G. Griesinger®, D. Isla®, J. Laskin®, M. Reck’,
N. Thatcher®, C. Tsai®, P. Garrido Lopez'®
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Background: M0O19390 is a single-arm multi-centre trial evaluating the safety/efficacy
of Bv (Avastin ) with standard chemotherapy in 2000 pts with untreated locally
advanced/metastatic/recurrent non-squamous NSCLC.

Methods: Primary endpoint is safety; secondary endpoints are time to disease
progression and overall survival. Eligibility criteria include: ECOG PS 0-2, no history
of gross haemoptysis, no CNS metastases or evidence of tumour invading major blood
vessels. Pts receive standard first-line chemotherapy plus Bv (15 or 7.5mg/kg) for up to
6 cycles then Bv until disease progression.

Results: Presented are EDC-documented data (Jan 08) based on the safety population
(n=1316). Pts: median age 60 years (range 24-83); male 60%; past-smoker/active smoker
(%) 65.6/34.4; ECOG PS 0/1/2 (%) 38.7/55/6.2; adenocarcinoma/other (%) 84.3/15.2 (no
data 43 pts); stage 111B/IV (%) 19.9/80.1 (no data 8 pts); chemotherapy (%): carboplatin
(CB)-paclitaxel (25.7)/CB-gemcitabine (14.9)/other CB doublets (dts; 8.5)/cisplatin (CP)-
gemcitabine (26.1)/CP-vinorelbine (4.6)/other CP dts (8.5)/non-platinum dts (1.0)/
monotherapy (2.3)/other (8.4). 24.2% of pts experienced a serious adverse event (SAE);
incidence of AEs were comparable across chemotherapy used (Table 1).

Conclusions: Bv added to a variety of chemotherapy regimens has an acceptable safety
profile. AEs are as expected from previous trials with no new safety signals. Updated
results will be presented. Table 1. Incidence of AEs of special interest by chemotherapy
regimen.

Table 232PD

All regimens(1316 pts)+ CB dts(646 pts)

AEs of special interest* Events
(all grades/grade >3)
Hypertension 230/43 88/11
Proteinuria 137/4 7112
Gastrointestinal perforation 12/10 8/7
Wound-healing complications 11/1 7/1
Embolism 98/57 38/21
Congestive heart failure 5/3 2/1
Any bleeding 351/23 185/11
CNS bleeding 3/3 0/0
Haemoptysis 49/2 33/1

*Pts may have experienced multiple events;
Tdata missing 1 pt
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Background: Gefitinib is a small molecule inhibitor of the EGFR tyrosine kinase. When
combined with chemotherapy, no survival gain was observed compared to
chemotherapy alone (INTACT I and II). We have conducted a randomized

phase Il trial to evaluate whether gefitinib improves survival and QOL as
maintenance therapy after platinum-doublet chemotherapy in pts with advanced
NSCLC.

Method: Chemotherapy-naive pts with advanced stage (111B/1V) NSCLC, ECOG PS
of 0-1, and adequate organ functions were randomized to either, A) platinum-
doublet chemotherapy (Carboplatin: AUC 6+Paclitaxel: 200mg/m? dayl Q3w,
Cisplatin; 80mg/m? dayl1+Irinotecan: 60mg/m? day1,8,15 Q4W, Cisplatin:
80mg/m? dayl+Vinorelbine 25mg/m? day1,8 Q3W, Cisplatin 80mg/m? + Docetaxel
60mg/m? dayl Q3W, or Cisplatin 80mg/m?+Gemcitabine 1000mg/m? day1, 8
Q3W) up to 6 cycles or B) platinum-doublet chemotherapy for 3 cycles followed by
gefitinib 250 mg orally once daily. The primary endpoint was overall survival (OS);
secondary endpoints include progression-free survival (PFS), response rate (RR),
safety and QOL. QOL was assessed using the Lung Cancer Subscale (LCS) of the
Functional Assessment of FACT-L. A sample size of 300 pts per group was
estimated on the basis of a projected median survival of 9 months (m) in

arm A and 11.4 m in arm B, with a power of 80% at 0.05 two-sided alpha to compare
both group.

Results: 603 pts were randomized between March 2003 and May 2005, and pt
characteristics were equally distributed between arms. There was a statistically
significant improvement in PFS (HR, 0.68; 95% CI, 0.57-0.80; P<0.001) in arm B;
however, OS result did not reach statistical significance (P=0.10). In a pre-specified
analysis of survival by histologic groups, arm B had significantly better

survival than arm A in adenocarcinoma histology (n=467; HR, 0.79; 95% Cl,
0.65-0.98; P=0.03). LCS was missing in 111surveys (6.2%) due to death

or severe impairment of the patients’ general condition. The adjusted mean of LCS
was also better in Arm B, although the difference did not reach significant level
(P=0.10).

Conclusions: These results demonstrate a possible clinical benefit for maintenance
therapy of gefitinib, especially in adenocarcinoma histology.

CP dts(516 pts) Non-platinum Monotherapy Other
dts (13 pts) (30 pts) (110 pts)

108/25 3/0 4/2 27/5
47/2 0/0 5/0 14/0
3/3 0/0 0/0 1/0
4/0 0/0 0/0 0/0
50/29 0/0 0/0 10/7
2/1 0/0 1/1 0/0
116/10 3/1 2/0 45/1
2/2 1/1 0/0 0/0
12/1 0/0 0/0 4/0
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RANDOMIZED, CONTROLLED PHASE IIB TRIAL
EVALUATING THE THERAPEUTIC VACCINE TG4010 (MVA-
MUC1-IL2) AS AN ADJUNCT TO CHEMOTHERAPY IN
PATIENTS WITH ADVANCED NON-SMALL CELL LUNG
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Background: TG4010 is a recombinant Modified Virus Ankara (MVA) expressing both
IL2 and the tumor-associated antigen MUCL.

Methods: This was a randomized, controlled, open label and multicenter study.
Eligibility criteria were: histologically documented and untreated stage I11B “wet”/IV
NSCLC, MUCL1 positive tumor, ECOG PS 0-1. Patients were randomized to receive:
Cisplatin 75mg/m? on d1 and Gemcitabine 1250mg/m? on d1 and d8 every 3 weeks for
up to 6 cycles, with TG4010 which was continued until progression (Arm 1), or
without TG4010 (Arm 2). Tumors were evaluated every 6 weeks (WHO criteria).
Primary endpoint was progression-free survival (PFS) at 6 months; secondary
endpoints were overall survival, response rate, safety, quality of life and immune
response.

Results: 148 patients were randomized. Demographics and characteristics of the
disease did not differ between study arms. Efficacy results are provided as an intent to
treat analysis after central reading. PFS at 6 months is 44.6% (33/74; 95% CI 0.33-0.57)
in Arm 1 and 35% (26/74; 95% CI 0.24-0.47) in Arm 2. Objective response rate is 43%
(32/74; 95% CI 0.32-0.55) in Arm 1 and 27% (20/74; 95% CI 0.17-0.39) in Arm 2
(p=0.03). Most adverse events (AEs) were considered related to chemotherapy or to
underlying disease. Hematologic toxicity was equivalent in both arms. Most frequent
AEs related to TG4010 were injection site reactions and asthenia. Preliminary analyses
indicate that both MUC1-specific and non-specific immune parameters are associated
with clinical activity of TG4010. Quality of life and overall survival data will be
presented at the time of the meeting.

Conclusions: This controlled phase I1b trial evaluating TG4010 in association with
first-line chemotherapy in advanced NSCLC patients reached its primary endpoint and
showed a significant advantage in terms of response rate for the combination of
chemotherapy and TG4010. These promising results warrant further evaluation in
phase II1.

235PD | ERCC1 REMAINS A PREDICTIVE MARKER OF THE
BENEFIT OF ADJUVANT CHEMOTHERAPY (CT) IN THE
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Background: The International Adjuvant Lung Trial (IALT) had shown that adjuvant
cisplatin-based chemotherapy (CT) improved overall survival in patients with
completely resected non-small-cell lung cancer. However, only patients with ERCC1-
negative tumors derived a substantial benefit from CT (Olaussen et al., 2006). In the
recent update of the IALT survival data 20% more deaths have been observed during
7.5 years of median follow-up, and the effect of adjuvant chemotherapy on overall
survival was related to an HR = 0.91 (95% CI: 0.81-1.02, p= 0.10) (Le Chevalier et al,
accepted ASCO 2008). In the present study we analyzed whether ERCC1 predictive
value remained valid in the updated database of IALT.

Methods: The scoring method and cutoff values used for evaluating ERCC1 expression
in 761 patients were identical to the previous IALT-Bio study. Overall survival was
analyzed with an identical Cox model adjusted on clinical and pathological factors.

Results: The benefit of cisplatin-based adjuvant CT was correlated with the ERCC1
status (test for interaction, p = 0.02 on the updated analysis). Patients with ERCC1-
negative tumors who were treated with CT had significantly prolonged survival
compared with patients with ERCC1-negative tumors randomized to observation
(HR- =0.76 [0.59 ; 0.98] on updated analysis). There was no evidence of a survival
benefit from CT among patients with ERCC1-positive tumors (1.20 [0.91 ; 1.59] on
updated analysis ). Similar results were observed for disease-free survival (test for
interaction, p = 0.02 on the updated analysis)
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Conclusions: Patients with completely resected NSCLC and ERCC1-negative tumors
derive a substantial benefit from adjuvant cisplatin-based CT in the analysis of IALT
long-term results.

A NOVEL CLINICAL PROGNOSTIC SCORE INCORPORATING
THE NUMBER OF RESECTED MEDIASTINAL NODES TO
PREDICT RECURRENCE AND SURVIVAL IN NON-SMALL-
CELL LUNG CANCER

E. Bria®, I. SPerdutil, M. Milella®, G. Alessandrini?, P. Visca®, F. Corzani?,
F. Cuppone?, E. Terzoli}, F. Cognetti®, F. Facciolo?

Medical Oncology, Regina Elena National Cancer Institute, Roma/ITALY,
2Thoracic Surgery, Regina Elena National Cancer Institute, Roma/ITALY,

Spathology, Regina Elena National Cancer Institute, Roma/ITALY

Background: The number of resected lymph-nodes has been recently demonstrated to
be an important clinical prognostic factor in early-stage breast and colorectal cancer.
Here we evaluated the prognostic impact of the number of resected lymph-nodes in
a series of NSCLC patients who underwent surgery at the Regina-Elena National
Cancer Institute.

Methods: A panel of established prognostic factors plus either 1) the number of resected
nodes (#RNs) or 2) the ratio between the number of metastatic nodes and #RNs (NR)
were correlated to overall- (OS), cancer-specific- (CSS), and disease-free-survival (DFS),
using the Cox-regression model. Martingale Residual Plots (MRP), classification and
regression trees (C&RT), and maximally selected log-rank statistics were performed to
find optimal cut-offs. Class risks according to hazard ratios (HR) were generated.

Results: A data-set of 415 stage I-111A, surgically resected NSCLC patients was
retrieved. At multivariate analysis, both #RNs and NR were independent factor for
longer OS, CSS and DFS (p<0.0001). C&RT identified 10 nodes as the optimal cut-off
for #RNs. Patients with a #RNs >10 had a statistically significant benefit in both OS
(p=0.02) and DFS (p=0.0005). In node-positive patients, a NR <9% significantly
correlated with better OS, CSS and DFS. Stratification into High-, Medium-, and
Low-Risk classes, based on High- (HRFs: stage, N-status, age, #RNs) and Intermediate-
Risk Factors (IRFs: sex, grading, histology), efficiently predicted outcomes (p<0.0001
for OS, CSS, and DFS).

Conclusions: These results contribute to complete the panel of clinico-pathological
prognostic factors for resected NSCLC. A prospective evaluation and comparison
with molecular prognostic tools is warranted.

237P | CUSTOMIZING ADJUVANT CHEMOTHERAPY BASED ON
BRCA1 MRNA LEVELS IN RESECTED STAGE II-1lIA NON-
SMALL-CELL LUNG CANCER (NSCLC) PATIENTS (P)
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Background: p with low BRCA1 mRNA levels attained longer survival when treated
with cisplatin-based chemotherapy (Taron et al. 2004), while p with high BRCAL1 levels
attained longer survival when treated with taxanes-based therapy (Quinn et al. 2007).
Early NSCLC p whose tumors had high BRCAL levels had significantly worse survival
(Rosell et al. 2007). Upregulated BRCAL is part of a characteristic gene signature in
aggressive lung cancers (Deeb et al. 2007).

Methods: Adjuvant chemotherapy was customized based on BRCAL1 mRNA levels in
84/100 completely resected N1 and N2 NSCLC p. 11 p with high BRCAL levels received
docetaxel (doc); 29 p with intermediate BRCAL levels received doc/cisplatin (cis); 44 p
with low BRCAL levels received cis/gemcitabine (gem).

Results: Median survival has not been reached in p with high or intermediate BRCA1
levels, while it is 25.6 months (m) in p with low levels (P=0.04). In a multivariate
analysis for survival in all 84 p, the hazard ratios (HR) were 5.23 for p with high BRCA1
levels (P=0.07), 3.57 for p with tumor size >4 cm (P=0.07). In the multivariate analysis
of 42 N2 p, the HRs were 0.13 for 18 p receiving postoperative radiotherapy (P=0.04)
and 22 for 15 p with intermediate or high BRCA1 levels (P=0.01).

Conclusion: Interim analyses show that single-agent doc has no detrimental effect on
survival in comparison with doc/cis. In addition, high BRCA1 mRNA expression could
be a poor prognostic marker. The Spanish Lung Cancer Group has opened a phase 111
study of customized adjuvant chemotherapy based on BRCA1 mRNA levels in which p
in the control arm receive doc/cis and those in the experimental arm receive
chemotherapy according to their BRCA1 levels.
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N2 p HR (95% CI) p
Post-operative radiotherapy Yes No 18 24 0.12 (0.02-0.89) 1 0.04
BRCA1 mRNA levels Low Intermediate / High 24 15 1 22.4 (2.02-248.62) 0.01
Tumor size <=4 >4 2418 1 1.63 (0.34-7.91) 0.54

238P | CUSTOMIZED CHEMOTHERAPY BASED ON BRCA1 MRNA
EXPRESSION AND EGFR MUTATIONS IN LUNG
ADENOCARCINOMA
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Background: We carried out a study in metastatic NSCLC where treatment was
customized according to EGFR mut status and BRCAL mRNA levels. Loss of BRCAL
function increases sensitivity to cisplatin and resistance to antimicrotubule drugs
(Quinn et al. Cancer Res 2003). The Abraxas-RAP80 complex can modulate BRCA1
function (Wang et al. Science 2007). A gene signature including BRCA1 predicts poor
survival (Deeb et al. Cancer Res 2007).

Methods: 93 patients (p) with lung adenocarcinoma or large-cell carcinoma were
screened for EGFR D746-750 deletion and L858R mut and BRCAL mRNA expression.
15 p with EGFR mut received erlotinib; 78 p without mut received chemotherapy
according to BRCAL levels (low: gemcitabine/cisplatin; intermediate: docetaxel/
cisplatin; high: docetaxel alone). In addition, Abraxas and RAP80 mRNA expression
were examined in 60/78 p without mut.

Results: With a median follow-up of 10 months (m) for all 92 p, median survival (MS) has
not been reached in 15 p with EGFR mut. MS has not been reached in 32 p with low BRCA1
levels; MS is 9 m in 34 p with intermediate BRCAL1 levels and 11 m in 12 p with high BRCA1
levels (P=0.03). For the 60 p in whom Abraxas and RAP80 were analyzed, MS has not
been reached in p with intermediate levels of all 3 genes; MS is 6 m in p with low or high
levels of all 3 genes and 11 m in other p. In the multivariate analysis of survival (table),
BRCAL expression emerged as a significant prognostic marker (hazard ratio [HR] for p
with intermediate levels, 4.8 [P=0.02]; HR for p with high levels, 13.4 [P=0.004]).
Conclusions: Low levels of BRCAL indicate a favourable outcome to chemotherapy,
and BRCA1 may be both a prognostic and predictive biomarker. The Spanish Lung
Cancer Group has initiated the BRCA1 Expression Customization (BREC), a phase I11
randomized trial, to further elucidate the role of BRCAL.

95% CI P

1 (ref.) 4.9 1.2-20.1 0.02
1 (ref.) 0.08 0.20 0.01-0.48 0.04-0.88  0.005 0.03

Hazard Ratio

No. of Metastases 0-1 >1

RAP80 mRNA levels
<0.71 0.71-1.36 >1.36

BRCAL1 mRNA levels (terciles) 1 (ref.) 4.8 13.4
<4.44 4.44-10.9 >10.9

1.29-17.84 2.34-77.46 0.02 0.004

CLINICAL OUTCOMES FOR NON-SMALL CELL LUNG
CANCER (NSCLC) FROM THE ARIES STUDY: A
BEVACIZUMAB (BV) TREATMENT OBSERVATIONAL
COHORT STUDY (OCS)

T. Lynch', M. Jahanzeb?, M. Kosty®, R. Robles*, A. Wozniak®, S.L. Teng®,

L. Wang’, W.H. Navarro®
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Background: BV (Avastin ), an anti-VEGF monoclonal antibody, prolongs
progression-free and overall survival in advanced NSCLC pts. Infrequent BV-related
serious adverse events (SAE) such as pulmonary hemorrhage (PH), and potential
associated risk factors such as therapeutic anticoagulation (AC), cavitation and central
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location, have not been studied in a general treated population. The ARIES OCS

is prospectively enrolling and following a broader population than is included

in randomized clinical trials (RCT) such as ECOG 4599, and will further define
clinical outcomes associated with BV treatment in NSCLC patients (pts) in a real-world
setting.

Methods: Pts with advanced stage non-squamous NSCLC whose 1%-line therapy
includes BV may enroll. There are no protocol-specified treatments or assessments.
Data is collected at baseline (BL) then quarterly, including targeted AEs and BV-related
SAEs. Independent BL scan review was performed. ARIES is conducted at 276 US sites.
Planned NSCLC accrual is 2000 pts.

Results: As of 2/14/08, 996 evaluable NSCLC pts are enrolled. Median F/U is 6.1 mos;
84% of pts have >1 quarterly update. Key demographics are shown in the table. The
majority of pts (79%) received first BV dose at 15 mg/kg/q3wk. BL radiographic
features (n=530): central tumor, 33%; cavitation, 19%. SAEs to date: overall, 6%; grade
3/4 bleeding, arterial thromboembolic event, 1% ea; PH, <1%.

Conclusions: ARIES includes pts underrepresented in E4599 including pts with
ECOG PS>2, brain metastasis, therapeutic AC at BL, and older pts, and will
expand on current understanding of BV treatment for advanced NSCLC. Based on
preliminary data, rates of PH and other targeted BV-related SAEs are low, despite
inclusion of pts excluded from RCTs. Central tumors and BL cavitation were
commonly identified. Updated safety data, treatment patterns and demographics
will be presented at the meeting for >1200 pts.

Basline Demographics ARIES E4599

n=996* Carboplatin/Paclitaxel
+ BV group n=434
% %
Women 45 50
Age =65 49 43
Prior Weight Loss >5% 25 28
Adenocarcinoma or Not Otherwise Specified 87 88
ECOG PS >2 10 0
Brain Mets Present 9 0
Therapeutic Anticoagulation 9 0
Antiplatelet Agent Use 39 Not Available
Erythropoietin Stimulating Agent Use 7 Not Available

ECOG: Eastern Cooperative Oncology
Group * Evaluable patients, defined as
patients who received their first dose of
BV and first chemotherapy regimen on
study within 3 months of each other.

SAFETY OF FIRST-LINE BEVACIZUMAB (BV) PLUS
CHEMOTHERAPY IN ELDERLY PATIENTS (PTS) WITH
ADVANCED OR RECURRENT NON-SQUAMOUS NON-SMALL
CELL LUNG CANCER (NSCLC): MO19390 (SAIL) STUDY
GROUP

E. Jager', Y. Wu?, J. Mezger®, D. Isla*, R. Passalacqua®, D.L. Stroyakovskiy®,
M. Reck’, C. Schneider®, C. Schumann®, E. Dansin*®
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Medica, Azienda Istituti Ospitalieri di Cremona, Cremona/ITALY,
5Chemotherapy, Moscow City Oncology Hospital #62, Moscow/RUSSIAN
FEDERATION, ‘Thoracic Oncology, Hospital Grosshansdorf, Grosshansdorf/
GERMANY, 0ncology/pneumology, Zentralklinik Bad Berka GmbH, Bad Berka/
GERMANY, °Pneumology, University Clinic, UIm/GERMANY, *°Pneumology,
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Background: MO19390 is an open-label single-arm trial of first-line Bv (Avastin )
with standard chemotherapy in 2000 pts with NSCLC. Interim data were analysed to
assess safety in elderly pts (>65 years[yrs]).

Methods: Pts with locally advanced, metastatic non-squamous NSCLC (ECOG PS 0-2)
receive up to 6 cycles of Bv (15 or 7.5mg/kg) plus chemotherapy, then Bv until
progression. Pts with history of haemoptysis, symptomatic CNS metastases or evidence
of tumour invading major blood vessels are excluded.

Results: As of Jan "08, 361 pts >65 yrs (median 70) and 955 pts <65 yrs are evaluable for
safety (EDC data). Pts >65 yrs were: male 62%; caucasian/asian 84.8%/12.2%; stage
11B/1V 20.9%/79.1%; adenocarcinoma/large cell 82.5%/9.5%; ECOG PS 0/1/2 33.5%/
59.8%/6.6%; received carboplatin doublets (dts) 54%/cisplatin dts 31.9%/non-
platinum dts 2.2%/monotherapy 5.8%/other 6.1%. 28.3% pts >65 yrs experienced

a serious adverse event (AE) compared with 22.6% pts <65 yrs. 42 vs 69 deaths,
respectively were mainly due to disease (68.6% vs 58.8%) with 6 vs 11 due to Bv toxicity
(including gastrointestinal perforation, dehydration, leucopenia, rectal, thoracic,
cerebral haemorrhage).
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Conclusions: Pts >65 yrs do not appear to be more likely to experience an AE of
special interest than pts <65 yrs when treated with first-line Bv-based therapy.
Previously observed higher risk of thromboembolic events in elderly cannot be
confirmed in the currently analysed population. No unexpected safety signals,
suggesting acceptable tolerability of therapy until progression in elderly pts.

Updates will be presented. Table 1. Incidence of AEs of special interest for patients >65
and <65 yrs old

Pts >65 yrs old (361 pts) Pts <65 yrs old (955 pts)
Events (all grades/grade >3)

AEs of special interest* 244142 61/100
Hypertension 75/12 155/31
Proteinuria 51/2 86/2
Gastrointestinal perforation 4/3 8/7
Wound-healing complications ~ 5/0 6/1
Embolism¥ 20/13 78/44
Congestive heart failure 3/2 2/1
Any bleeding 85/9 266/14
CNS bleeding 212 113
Haemoptysis 6/0 43/2

*Patients may have experienced multiple events;
TAIl thromboembolic events; *Evidence of CNS metastasis

A RANDOMIZED PHASE Il STUDY OF DOCETAXEL/
OXALIPLATIN (DO) AND DOCETAXEL (D) IN PREVIOUSLY
TREATED NON-SMALL CELL LUNG CANCER (NSCLC)
PATIENTS (PTS). A NOVEL DESIGN, ALPE-ADRIA THORACIC
ONCOLOGY MULTIDISCIPLINARY GROUP STUDY (ATOM 019)

0. Belvedere?, A. Follador?, C. Rossetto?, A.M. Sibau?, A. Brianti®, M. Aita?,

S. Meduri®, G. Fasola®, P. Pronzato®, F. Grossi®
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Background: No combination regimen has proven superior to single agent
chemotherapy as 2nd-line treatment for NSCLC. The absence of cross-resistance with
cisplatin/carboplatin, favorable toxicity profile, along with both pre-clinical and
clinical evidence of activity make O a good candidate for combination with D as 2nd-
line therapy for NSCLC. We evaluated the activity of DO in this setting using a novel
phase Il trial design.

Methods: This multicenter, non-comparative randomized phase I trial evaluated
the activity of D (75 mg/m2 d1) and O (70 mg/m2 d2) every 3 weeks in previously
treated NSCLC pts; the comparator arm was D (75 mg/m2 d1 every 3 weeks). This
one-stage, three-outcome phase Il trial design (Sargent, Control Clin Trials 2001)
had 21 evaluable pts/arm. All pts had histologically confirmed NSCLC that
progressed during/after platinum-based chemotherapy. Primary endpoint was
response rate; secondary endpoints were toxicity, time to progression (TTP) and
survival.

Results: Forty-seven pts were enrolled. Pts characteristics: M/F, 74/26%; median age
61 yrs (range 43-69); ECOG PS 0/1, 36/64%; adenocarcinoma/other, 38/62%. With
43 pts evaluable, partial response was seen in 23% and 9% of pts; stable disease in
50% and 32% and progressive disease in 27% and 55% for DO and D, respectively; 1
pt was inevaluable due to early death (D arm). Main grade 3-4 toxicities were:
neutropenia 50% and 59%; febrile neutropenia 5% and 9%; diarrhea 14% and 0%
for DO and D, respectively. Median TTP was 4.9 and 1.8 months, median
survival 10.9 and 7.6 months, and 1-yr survival 43% and 11% for DO and D,
respectively.

Conclusion: This study shows how novel phase Il trial designs enrolling a limited
number of pts may help identify promising regimens for subsequent study in phase
111 trials. The level of activity for DO we observed satisfied the pre-defined study
primary endpoint and warrants further evaluation of this combination as 2nd-line
therapy for NSCLC. Protocol developed at the 6th FECS/AACR/ASCO Workshop
on Methods in Clinical Cancer Research, Flims 2004, with Professors Marc Buyse
and Chris Twelves.
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INDUCTION DOCETAXEL (D) AND CISPLATIN (C) FOLLOWED
BY BI-WEEKLY D WITH CONCURRENT THORACIC
RADIOTHERAPY FOR STAGE IIl NON-SMALL CELL LUNG
CANCER (NSCLC). A GALICIAN LUNG CANCER GROUP
STUDY
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Background: Concurrent chemoradiation (CChRT) is recommended as the evidence-
based approach for the management of patients (p) with locally advanced NSCLC and
a good performance status. This study aimed the effects of bi-weekly D CChRT after
induction D-C.

Methods: 71 p with inoperable locally advanced NSCLC, stage I1lAN2/111B (no pleural
T4), were included in a phase 11 study with induction chemotherapy consisting of three
cycles of D 75 mg/m2 on day 1 and C 40 mg/m2 days 1-2 every 3 weeks and, if no
surgery, then received CChRT with D 30 mg/m2 every 2 weeks for four courses, during
thoracic conformal radiotherapy (60-66 Gys, 180 cGy/day). The primary objective:
overall survival; secondary: progression free survival, response rate (RR) and toxicity.
Median follow-up: 15 months.

Results: The p characteristics were: mean age 62.4 years (43-74); male/female 66/5;
ECOG PS 0/1 in 19/52 p; squamous/adeno/large cell carcinoma: 57.7%/26.7%/15.6%;
stage I1IAN2 21 p (29.6%) and stage I11B 50 p (70.4%). 66 p were evaluables for
response and 68 p for toxicity. Induction D-C response: 1 CR and 39 PR (RR 60.6%;
C195%:49-72), 19 SD (28.6%) and 7 PD (8.9%). 9 p went to surgery: 5 pPR, 1 pSD, 1
pPD and 2 unresectable. 46 p completed CChRT (1 p no evaluable) with 8 CR, 27 PR, 4
SD and 6 PD (RR 77.7%; C195%:66-90). The median to PFS was 12 months and
median OS was 21 months. The PFS and OS at 1/2 years was 46/22% and 62/35%
respectively. A total of 193 cycles of D-C were administered (2.8 per p), with the main
toxicity (NCI-CTC) per p Grade (g) 1-2/3-4 (%) was as follows: neutropenia 17.6/28;
anemia 42.6/1.4; nausea/vomiting 41.2/2.9; fatigue 36.7/1.4; diarrhea 26.4/0; allergy
11.2/1.4; there were 1 treatment-related death. The main toxicities (RTOG) per p in
CChRT (D doses: 176, 3.8 per p) were: g1-2 neutropenia/anemia 28/39%; g1-2/3
esophagitis in 45.6/2.1% and g1-2/3 pneumonitis in 28.2/2.1 %; hospitalizations was
necessary in 4 p with 1 toxic death.

Conclusions: D-C induction chemotherapy followed by bi-weekly D with concurrent
thoracic radiotherapy is a well tolerated combined modality approach with promising
overall survival in p with locally advanced NSCLC.

ORAL VINORELBINE (NVBO) AT THREE WEEKLY FLAT-DOSE
INTAKES CONCOMITANTLY WITH THORACIC
RADIOTHERAPY (TRT) IN LOCALLY ADVANCED OR
INOPERABLE STAGE Il NON-SMALL CELL LUNG CANCER
(NSCLC) : RESULTS OF A PHASE | DOSE ESCALATION TRIAL
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Background: In vitro, vinorelbine (NVB) has shown to be a powerful radiosensitizer.
Based on the bioavailability of NVBo and the available marketed dosages (20-30 mg),
a feasibility study has been implemented in patients (pts) with untreated locally
advanced or inoperable stage 111 NSCLC with continuous administration of NVBo
during the RT period through flat-dose intakes 3 times a week (w).

Material and methods: 3 pts between 18 and 70 years, with stage I1IAN2/111B (no
supraclavicular lymph nodes / pleural effusion) NSCLC, adequate bone marrow,
hepatic and renal function, KPS >80%, were expected at each dose-level (L) with 3
additional pts in case of dose-limiting toxicity (DLT). NVBo was given concomitantly
with 60 Gy RT (2 Gy/day; 5 days/w) from 20 mg up to 60 mg total-doses on days (D) 1,
3and 5, each week during 6 w. We report the maximal tolerated dose (MTD) defined as
2DLT in a L and the recommended dose (RD).

Results: Between 06/02 and 10/07, 21 men and 5 women were enrolled with stages I11A
N2 (6 pts) or 111B (20 pts); median age 60.6 years [39.5-70.3], median KPS 100%
[80-100%]. No DLT occurred in the first 5 L. MTD was reached at L7 with 3 Grade(G)3
oesophagitis and 1 G3 pneumonia as DLT out of 5 pts: 60 mg D1, 50 mg D3,5. In
the RD level (L6; 50mg D1, 3, 5), only 1/6 pts experienced a DLT: a febrile neutropenia
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with G4 thrombopenia and G3 fatigue. 18 pts received 100% of the planned NVBo
dose, 4 pts missed only one intake for TRT planning reasons, 1 had 1 w-doses
cancellation for haematological toxicity (L6) and 3 pts had a premature withdrawal
related to a DLT (1L6, 2L7). Objective Response (R) was observed in 11 pts (42%) and
1 out of 4 additional partial R during follow-up was confirmed. Pharmacokinetics on
the 1% w confirmed a dose-proportional increase of drug exposure and its
reproducibility between administrations with low intra-pt variability and without
accumulation.

Conclusion: NVBo with this original schedule of 3 times a week intake concomitantly
with RT for 6 w is well tolerated. The RD as single chemotherapy agent is 50 mg D1,3
and 5. Additional evaluation of dose-escalation is planned in combination with CDDP.

BEVACIZUMAB (AVASTIN ) IN COMBINATION WITH
CISPLATIN AND DOCETAXEL AS FIRST LINE TREATMENT
OF PATIENTS (P) WITH ADVANCED OR METASTATIC, NON
SQUAMOUS, NON-SMALL-CELL LUNG CANCER (NSCLC)

M. Cobo?, N. Ferrer?, A. Paredes®, M. Méndez®*, J. Murioz Langa®, M. Alvarez de
Mon®, A. Rueda’, T. de Portugal®, R. Gallego®, J.C. Torrego*°

"Medical Oncology, Hospital Regional Universitario Carlos Haya, Malaga/
SPAIN, 2Medical Oncology, Hospital Son Llatzer, Palma de Mallorca/SPAIN,
3Servicio De Oncologia Médica, Hospital Donostia, Donostia/SPAIN, “Medical
Oncology, Hospital de Mostoles, Mostoles/SPAIN, *Medical Oncology, Hospital
Universitario Doctor Peset, Valencia/SPAIN, ®Medical Oncology, Hospital
Universitario Principe de Asturias, Alcala de Henares/SPAIN, ‘Medical
Oncology, Hospital Universitario Puerta del Mar, Cadiz/SPAIN, 8Medical
Oncology, Hospital de Zamora, Zamora/SPAIN, 90nco|og|’a, Roche Farma,
S.A., Madrid/SPAIN, *°Medical Oncology, Hospital Universitario Rio Hortega,
Valladolid/SPAIN

Background: Bevacizumab (B) has been shown to add significant benefit to p with
advanced non-squamous NSCLC when combined with carboplatin and paclitaxel
(FDA-approved indication) or with cisplatin and gemcitabine (EMEA-approved).
However, there are limited data on the safety and efficacy of B in combination with
other widely used chemotherapy doublets for NSCLC. This is a preliminary report of
a single-arm, open-labeled, phase 1l trial of B, docetaxel (D) and cisplatin (C) for
NSCLC.

Methods: In this single-stage phase 11 trial, p received D (75 mg/m?), C (75 mg/m?),
and B (15 mg/kg iv) on day 1 every 3 weeks for up to 6 cycles, followed by B 15 mg/kg
alone every 3 weeks until disease progression. Eligibility criteria included
chemotherapy-naive stage I11B or IV incurable NSCLC of non-squamous histology, PS
0-1, no brain metastases, no history of hemoptysis, stable cardiac condition and no full
dose anticoagulation. The primary endpoint was progression-free survival, with
secondary endpoints of TTP, RR, OS and safety.

Results: 32 p have been enrolled of a planned sample size of 47. Baseline characteristics
were: 34% females, median age 57,8 years old, PS 0/1: 41%/57%; adenocarcinoma/large
cell carcinoma: 78%/9% (4 p with unclassified histology); stage I11B/IV: 9%/88%. By
the time of this analysis, 25 p had received at least one treatment cycle of B (range: 1-8)
and they have been included in the safety evaluation. Hematological toxicities: 6 p
experienced grade 3/4 neutropenia (3 febrile neutropenia); 1 p grade 4 leucopenia. The
most common grade 3/4 non-hematological toxicities included fatigue (3 p gr. 3),
alopecia (1 p gr. 4), mucositis (2 p gr. 3), diarrhea (1 p gr. 4), xerophthalmia (1 p gr. 3),
dyspnea (1 p gr. 4), proteinuria (1 p gr. 4) and flebitis (1 p gr. 3). One patient died due
to hemoptysis. 11 p having completed 3 cycles of treatment have been evaluated for
tumor response by RECIST: 9 PR (81,8%), 1 SD (9,1%) and 1 PD.

Conclusions: This interim analysis shows that the combination of Bevacizumab, D and
C is safe and well tolerated, with a trend of promising activity. Enrollment continues
and updated results will be presented.

CONCOMITANT RADIOTHERAPY (RT) WITH A
FRACTIONATED DOSE OF ORAL VINORELBINE(NVBO) AND
CISPLATIN (CDDP) AFTER INDUCTION CHEMOTHERAPY
(CT) IN LOCALLY ADVANCED NON SMALL CELL LUNG
CANCER(LA NSCLC). FIRST RESULTS OF A PHASE Il STUDY

G. Zalcman®, A. Riviére?, R. Gervais?, D. Lerouge®, E. Dansin®, C. Dujon®,

C. Chouaid®, B. Précheur-Agulhon’, F. Biville-Hédouin®, E. Lartigau®
Pneumology, CHU, Caen/FRANCE, 2Pneumology, Oncology Institute

“F. Baclesse Center ", Caen/FRANCE, ®Radiotherapy, CHU and Baclesse
center, Caen/FRANCE, *Pneumology, Oscar Lambret Institute, Lille/FRANCE,
SPneumology, A.Mignot Hospital, Versailles/FRANCE, ®Pneumology, St Antoine
Hospital, Paris/FRANCE, “Medical Oncology, Pierre Fabre Oncology Institute,
Boulogne/FRANCE, Medical Oncology, Pierre-Fabre Oncology Institute,
Boulogne/FRANCE, °Radiotherapy, Oscar Lambret Institute, Lille/FRANCE

Background: Induction CT followed by concurrent RT-CT with Vinorelbine (NVB) +
CDDP is considered as a validated treatment of LA NSCLC (Vokes, JCO 2002).The oral
formulation of NVB could simplifies the administration of CT before and during RT. A
phase I trial was initiated to assess a new schedule: iv and oral NVB (NVBO) + CDDP
as induction followed by a fractionated administration of NVBO + CDDP during RT.
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Methods and materials: Patients (pts) with histologically proven stage I11A and 111B
non operable NSCLC were treated with iv NVB 25 mg/m? and CDDP 80 mg/m? D1
and NVBO 60mg/m? D8 every 3 weeks for 2 induction cycles. Pts presenting a non
progressive disease (PD) received a fixed dose of 20 mg NVBO at D1,D3 and D5 +
CDDP 80 mg/m? D1 every 3 weeks for 2 more cycles during the RT (66 Gy 5 fractions
of 1.8 Gy per week).The recruitment target is 60 pts.

Results: Between February 06 and December 07, 53 pts were enrolled and 27 were
reviewed at the 1st expert panel meeting: stage I11A (15%) and stage 111B (85%); 52 %
squamous cell; 30 % adenocarcinoma; median age 61 years (range 46-73 years), median
KPS 90% (range 80-100%). 25 pts were evaluable for response: after 2 cycles of
induction, 40 % PR was reported. 18 out of 25 pts received CT-RT. Assessment
performed 1 month after the end of the concomitant treatment revealed 60% RR (56%
in ITT) with 58 % PR, disease control (OR + SD) 84 %. 7 pts did not continue CT-RT
due to PD (3 pts), adverse events (3 pts) : heart failure G3 1 pt, pericardial effusion 1 pt,
radiation dermatitis G2 1 pt; 1 pt with PR underwent surgery. Tolerance was excellent:
neutropenia G3-4 in 7 pts without febrile neutropenia; anorexia-oesophagitis G3 in 1
pt. No case of pulmonary fibrosis was reported.

Conclusions: This new schedule obtains a clinical benefit in 84 % of pts with 60% of
RR, which is very promising. Well tolerance profile of this fractionated administration
of NVBO + CDDP allows complete treatment in 72 % of pts. Further follow-up is
required in order to assess time to progression and survival.

BIWEEKLY DOCETAXEL AS FIRST-LINE THERAPY IN
PATIENTS WITH ADVANCED NON-SMALL CELL LUNG
CANCER (NSCLC) AND PERFORMANCE STATUS (PS) 2. A
PHASE Il STUDY OF THE GALICIAN LUNG CANCER GROUP

L. Leon?, S. Vazquez Estévez?, J.L. Firvida®, J. Casal®, J. Garcia®, M. Salgado®,
G. Huidobro’, F. Vazquez®, E. Pérez®, F. Baron®

1Servicio De Oncologia Medica, Hospital Clinico Universitario de Santiago,
Santiago de Compostela/SPAIN, *Medical Oncology, Complexo Hospitalario
Xeral-Calde, Lugo/SPAIN, *Medical Oncology, Complexo Hospitalario de
Ourense, Ourense/SPAIN, “Servicio De Oncologia Medica, Hospital Xeral-Cies,
Vigo/SPAIN, *Medical Oncology, Hospital Clinico Universitario de Santiago,
Santiago de Compostela/SPAIN, ®Servicio De Oncologia Medica, Complejo
Hospitalario de Ourense, Ourense/SPAIN, “Medical Oncology, Complexo
Hospitalario Universitario de Vigo, Vigo/SPAIN

Background: There is no standard treatment for patients (pts) with advanced NSCLC
and PS 2. Docetaxel (D) is active and well tolerated on a biweekly schedule.

Methods: Pts with stage 111B (with pleutal effusion ) and IV NSCLC, measurable
disease, ECOG PS 2 and adequate organ function were included. D was administered at
50 mg/m?, iv, days 1 and 14. Cycles were repeated every 28 days until disease
progression, occurrence of unacceptable toxicity or voluntary withdrawal.

Results: A total of 15 pts were included (M/F, 12/3), with median age 61 years (46-72).
Tumor histology included adenocarcinoma (60%), large cell (26.7%) and squamous
(13.3%). Tumor stage was I11B (13.3%) and IV (86.7%). Median number of metastatic
lesions was 2 (66.7% with 2 or more), located mainly in bone (25%), lung (25%), liver
(17.8%) and adrenal glands (14.3%). A total of 44 cycles (median 3, range 1-6) were
administered. Median relative dose intensity for biweekly D was 98.7%. Toxicity: There
were no grade I11/1V hematologic toxicities. Grade 111/IV non-hematologic toxicities per
patient included mucositis (6.7%), nail changes (6.7%) and neurotoxicity (6.7%).
Efficacy: Of 15 intent-to-trat patients, 2 achieved PR, 1 SD and 5 progressed, resulting in
an ORR of 13% (95% ClI: 1,6-40%). 7 patients could not be evaluated for response due to
early withdrawal (3 tumor-related exitus and 4 PS deterioration). Median TTP and OS
were 102 days (95% ClI; 38,85-165,15) and 123 days (95% ClI: 71-175), respectively.
Conclusions: Although biweekly D has a very low toxicity profile, these results confirm
the poor prognosis associated with a PS of 2, and new approaches are needed in this
subset of patients.

247P | DOCETAXEL IN COMBINATION WITH GEMCITABINE AS
SECOND LINE TREATMENT IN PATIENTS WITH PLATINUM
RESISTANT ADVANCED NSCLC

B. Goril, F. Longo?, A. Zivit, R. De Sanctis?, E. Del Signore?, E. proietti®, I.
Sperduti?, L. De Filippis®, L. Stumbo?, S. Quadrini®, M. Di Seri*

IMedical Oncology, Policlinico Umberto |, Rome/ITALY, Biostatistics, Regina
Elena Cancer Institute, Rome/ITALY

Background: Docetaxel and Gemcitabine are active in advanced NSCLC: our purpose
is to verify the efficacy of this combination as second-line treatment in patients with
platinum-resistant advanced NSCLC.

Methods: From June 2006 to December 2007, 38 chemotherapy-naive pts with NSCLC,
stage I11B or IV, ECOG PS 0-1. They all received two cycles of Cisplatin 75 mg/mq plus
Docetaxel 75 mg/mq (CD) every three weeks and then were evaluated with a CT scan.
Patients with partial response (PR) or stable disease (SD) continued the same regimen
until severe adverse event or progression. Patients with progressive disease (PD)
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received a second-line chemotherapy with Docetaxel 75 mg/mq d1 and Gemcitabine
1000 mg/mq d1-8 every three weeks (DG) until progression. Primary endpoint was to
evaluate the 6-months overall survival (OS) in the DG-pts; secondary endpoints were
progression free survival (PFS), tolerability and quality of life (QoL) with EORTC
QLQ-C30 questionnaire.

Results: After two cycles of CD, 12 pts (31,2%) had PR, 15 pts (39%) were stable and 11
pts (28,6%) had PD. These 11 pts were in early progression after two CD-cycles and
performed DG as a second-line therapy. At the CT scan evaluation, after two cycles of
DG, 1 pt achieved RP, 4 SD and 6 PD. The non-PD pts continued performing DG. The
6-month-OS was 41,6%. The median PFS, since the DG regimen switch, was 6 weeks
(Cl1 95%: 3-9). Patients who continued with DC (n= 27) obtained a 1-year-OS of 66,9
%, a 1-yr PFS of 25.7% and a median PFS of 9 months (ClI 95%: 6-11). Two patients of
the DC-arm received a surgical resection after six cycles of CD and downstaging to IB
(UICC 2002) occurred in one patient. The most common adverse events (AE) were
alopecia (80%), nausea/vomiting (75%), neutropenia (45%), anaemia (10%), and
diarrhoea (10%). No significant differences in AEs were observed, except for alopecia
and nausea/vomiting, which occurred more frequently with CDDP-Docetaxel, but the
DG group had an improvement in the emotional functioning.

Conclusions: The combination of gemcitabine and docetaxel is well tolerated in
patients with advanced NSCLC who have failed prior taxane platinum chemotherapy
and improves pts palliative outcomes without compromising quality of life.

ADDITION OF CETUXIMAB (C) TO GEMCITABINE (G) IN
ELDERLY OR PERFORMANCE STATUS 2 (PS) PATIENTS
(PTS) WITH ADVANCED NON SMALL-CELL LUNG CANCER
(NSCLC): THE CALC1 RANDOMISED PHASE 2 TRIALS

C. Gridelli*, M. Mencoboni?, F. Carrozza®, M.G. Vigano*, V. Gebbia®, C. Verusio®,
P. Maione®, C. Gallo’, M.C. Piccirillo®, F. Ciardiello®

‘Oncology, Azienda Ospedaliera S. Giuseppe Moscati, Avellino/ITALY,
20ncology, Villa Scassi Hospital, Genova Sampierdarena (GE)/ITALY,
SOncology, Cardarelli Hospital, Campobasso/ITALY, “Department of Oncology,
Istituto Scientifico San Raffaele, Istituto Scientifico San Raffaele, Milan/ITALY,
SInstitute of Oncology and Oncohematology, Palermo/ITALY, ®Oncology, Busto
Arsizio Hospital, Saronno (VA)/ITALY, "Medical Statistics, Second University of
Naples, Naples/ITALY, 8Clinical Trials Unit, National Cancer Institute of Naples,
Naples/ITALY, Oncology, Second University of Naples, Naples/ITALY

Background: The optimal way of adding anti-EGFR antibodies to chemotherapy in the
first-line treatment of advanced NSCLC was unknown. Two parallel randomised phase
2 trials, with elderly (CALC1-E) and adult PS2 (CALC1-PS2) pts, were performed to
choose a combined or a sequential strategy of G+C for phase 3 trials.

Methods: Stage 1V or IlIb (with supraclavear nodes or pleural effusion) NSCLC pts,
aged 70+ with PS 0-2 for CALC1-E or aged <70 with PS2 for CALC1-PS2, were eligible.
Pts were randomised to combination (G, 1200 mg/m? dd 1 & 8 q 21 max 6 cycles, plus
C, 400 mg/m? d1 then 250 mg/m? weekly until progression) or sequential (G as above
followed, after progression or 6 cycles, by C as above) strategy. A selection design was
applied; 58 elderly and 42 PS2 pts were required.

Results: 100 pts were randomised from Nov 05 to Mar 07 (CALC1-E: 29 pts per arm;
CALC1-PS2: 22 pts with combination, 20 with sequential). In sequential arms, 10
(34%) and 12 (60%) pts were not able to receive C after G, in CALC1-E and CALC1-
PS2, respectively. Overall survival rates (95% CI) at 1 year for combination and
sequential arms were 41% (27-64) and 31% (18-53) in CALC1-E and 27% (14-54) and
35% (19-64) in CALC1-PS2. In combination arms, overall survival rates (95% CI) at 1
year for pts without and with skin toxicity (grades 1-3) were 20% (6-69) and 53%
(34-81) in CALC-1E and 12% (2-78) and 36% (18-72) in CALC1-PS2 respectively.
Toxicity was similar across all treatment groups. Skin reactions were more frequent
with the combination. There were 5 early deaths possibly related to treatment, 2 in each
arm in CALC1-E and 1 in the Seq arm in CALC1-PS2.

Conclusions: No striking differences in efficacy were observed in both CALC1-E and
CALC1-PS2 studies. The combination strategy warrants further phase 3 trials, while the
sequential is not feasible to test the efficacy of gemcitabine followed by cetuximab.

ClinicalTrials.gov ID: NCT00330746. Partially supported by Merck- Pharma Spa, Italy.

RANDOMIZED PHASE Il STUDY OF TWO DIFFERENT
SCHEDULES OF GEMCITABINE AND ORAL TS-1 IN CHEMO-
NAIVE PATIENTS WITH ADVANCED NON-SMALL CELL LUNG
CANCER (NSCLC)

S. Yoshimura®, M. Satouchi®, Y. Kotani?, N. Katakami®, T. Shimada®, Y. Urata®,
Y. Funada?, A. Hata®, M. Ando*, S. Negoro*

Linternal Medicine, Hyogo Cancer Center, Hyogo/JAPAN, 2Pulmonology, Kobe
university hospital, Hyogo/JAPAN, ®Division of Integrated Oncology, Institute of
Biomedical Research and Innovation, Kobe/JAPAN, “Clinical Epidemiology,
Kyoto University Health Service, Kyoto/JAPAN

Background: TS-1, a novel oral fluorouracil derivative, has been shown to have anti-
tumor activity with relatively mild adverse effects, and it is used in the treatment of
NSCLC in Japan. The combination of gemcitabine (GEM) and 5-FU demonstrates
a marked synergistic cytotoxic effect in a sequence-dependent manner in in vitro assay.
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This study was conducted in order to evaluate the efficacy and safety and to
compare dosing schedules of gemcitabine combined with TS-1 in chemo-naive NSCLC
patients (pts).

Methods: Pts with chemo-naive stage 111B/IV NSCLC, an ECOG-PS of 0 or 1, and
normal renal, liver, and bone marrow functions were randomized into 1 of 2 treatment
arms. Oral TS-1 was administered daily from day 1 to 14, and GEM was given on days 1
and 8 (Arm A) or days 8 and 15 (Arm B). This cycle was repeated every 21 days.

Results: A total of 80 pts were entered and 79 pts, treated in this trial. Randomization
was well balanced across patient characteristics except for cell type (adenocarcinoma/
squamous cell carcinoma = 37/4 (Arm A), 27/10 (Arm B)). Grade 3/4 hematological
toxicities were neutropenia (54%), febrile neutropenia (9%), thrombocytopenia (11%)
and anemia (4%). The hematological toxicity profiles did not differ very much between
the two arms. Grade 3 pneumonitis was observed in 2 pts (3%). The response rate was
23.1% (95% confidence interval [CI]=11.1-39.3%) in Arm A and 30.6% (95%
C1=16.3-46.1%), Arm B. Median time-to-progression (TTP) in Arm A was 4.1 months
(95% CI1=2.8-5.5) and Arm B, 5.4 months (95% C1=3.8-6.3) (p=0.75). Median survival
time in Arm A was 15.7 months (95% C1=8.6-23.3) and Arm B, 22.4 months (95%
Cl=11.5-unknown) (p=0.32).

Conclusions: The combination of GEM and TS-1 was determined to be feasible and
effective for advanced NSCLC, and these results, particularly the favorable MST of Arm B,
warrant further investigation of the Arm B dosing schedule for this combination for NSCLC.

250P | A PHASE Il STUDY OF FIRST-LINE BORTEZOMIB (B) IN
PATIENTS (PTS) WITH STAGE I1IB/IV NON-SMALL-CELL
LUNG CANCER (NSCLC)

D. Planchard?, B. Besse?, J.B. Meric®, A.S. Veillard®, J.P. Pignon®, K. Chan®,
C. Mathiot®, J. Lumbroso®, C. Lafontaine*, J.C. Soria®
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Medical Oncologie, Pitié Salpétriére Hospital, Paris/FRANCE, “Departement of
Oncology, Johnson & Johnson, High Wycombe/UNITED KINGDOM, ®Biological
Hamatology, Institut Curie, Paris/FRANCE

Background: Preliminary results indicated that bortezomib (Velcade*) as a single agent
may have activity in pretreated NSCLC pts with similar or lesser toxicity compared to
chemotherapy. This phase Il study was initiated to determine the efficacy of single-
agent B in chemonaive pts with advanced NSCLC. An early tumor assessment (after 6
weeks of therapy) has been performed to allow for rapid and appropriate management
of non-responding pts.

Methods: Pts received B (1.5 mg/m?) twice a week for 2 consecutive weeks (Days 1, 4, 8,
and 11) followed by a 10-day rest period. The primary endpoint was non-progression
rate (NPR) after 6 wks of treatment. Secondary endpoints included response,
progression-free survival (PFS), overall survival (OS), and safety. Exploratory analyses
included FDG-PET response at 6 weeks and circulating tumors cell (CTC) assessment
in a subset of pts.

Results: 18 pts were enrolled from 06/06 to 02/07 from 3 institutions. Demographics:
male/female 15/3; median age 66 (54-79); PS 0/1/2, 3/12/3; pathology: adenocarcinoma
11, squamous cell 5, large-cell 2; smoking status current/former/never 7/10/1; stage
I11B/IV 2/16. Seventeen pts received B and 16 were assessable (1 withdrawal and 1
progression at D26). The number of cycles by pts ranged from 0 to 8, 16/18 pts received
2 cycles or more. Second line therapies included: 4 erlotinib, 3 platinum based
chemotherapy (CT), 2 single agent CT. The most frequent toxicity was fatigue (17 pts).
Twelve pts (71%) had a grade 3 toxicity : 4 haematological, 1 infection, 3 anorexia, 1
nausea, 1 stomatitis, 9 fatigue. 12 grade 1/2 neuropathy. No grade 4 events. The non-
progression rate was 59% [33%-82%)] at 6 wks (10/17 pts). No objective response was
seen. The median follow-up is 12.3 m. The median PFS is 2.4 m with a 6-m rate of 28%
(95%Cl: 13-51%). Eleven deaths occurred. The median OS is 9.8 m. No PET response
was observed, and CTC were detected in 1 out of 8 patients.

Conclusions: The results do not indicate that there is sufficient activity with B (no
objective response by CT-scan or PET-CT) as a single agent for further investigation in
the front-line setting of NSCLC.

251P | PHASE Il STUDY OF THE COMBINATION OF NEDAPLATIN
AND WEEKLY PACLITAXEL IN PATIENTS WITH ADVANCED
NON-SMALL CELL LUNG CANCER

T. Hirose?, K. Okuda?, T. Shirai*, T. Yamaoka®, T. Sugiyama®, S. Kusumoto®,
T. Ohnishi, T. Ohmori?, M. Adachi*

The First Department of Internal Medicine, Showa University School of
Medicine, Tokyo/JAPAN, 2Institute of Molecular Oncology, Showa University
School of Medicine, Tokyo/JAPAN

To date, no trials of nedaplatin and weekly paclitaxel in patients with advanced non-
small cell lung cancer (NSCLC) have been published. The aim of the present phase Il
study was to assess the antitumor activity and toxicity of this regimen in patients with
advanced NSCLC. Patients with previously untreated NSCLC, either stage 111B with
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pleural effusion or stage IV, were eligible if they had a performance status of 0 to 2, were
75 years or younger, and had adequate organ function. Patients were treated every 4 weeks
with nedaplatin (80 mg/m2 on day 1) and weekly paclitaxel (90 mg/m2 on days 1, 8, and
15), based on our phase I trial. From March 2005 through February 2008, 44 patients (29
men and 15 women; median age, 66 years; age range, 42 to 75 years) were enrolled. The
most common histologic type was adenocarcinoma. The overall response rate was 50%
(95% Cl, 34.6% to 65.4%). The median survival time was 14 months (range, 1 to 36
months). The median time to progression was 4 months (range, 1 to 18 months). Grade 3
to 4 hematologic toxicities included neutropenia in 39.0% of patients, thrombocytopenia
in 2.4%, and anemia in 22.0%. Although the most frequent nonhematologic toxicity was
hepatic dysfunction, all cases were only mildly to moderately severe. No patients had
grade 3 or 4 nausea and vomiting, neurotoxicity, arthlargia, or hypersensitivity reaction.
Although one patient had grade 3 pulmonary toxicity due to drug-induced pneumonia,
this patient recovered after receiving steroid therapy. This combination chemotherapy is
active and well-tolerated treatment for advanced NSCLC.

TRIPLET COMBINATION CHEMOTHERAPY OF CISPLATIN,
GEMCITABINE AND VINORELBINE AT LOWER DOSES
MAINTAINS A SUFFICIENT EFFECT WHILE AVOIDING
TOXICITY IN NON-SMALL CELL LUNG CANCER PATIENTS.
RESULTS OF A LONG-TERM FOLLOW-UP DATA

Y. Ichinose?, K. Itoh?, F. Imamura?, J. Araki®, M. Matsumoto®, H. Yamamato®, T.
Miura?, T. Seto*

Department of Thoracic Oncology, National Kyushu Cancer Center, Fukuoka/
JAPAN, 2Kyushu Yamaguchi Thoracic Oncology Group, Kyushu Yamaguchi
Thoracic Oncology Group, Fukuoka/JAPAN

Background: Although triplet combination chemotherapy using cisplatin (P),
gemcitabin (G) and vinorelbine (V) has been reported to obtain a superior response to
doublet combination chemotherapy, a recent randomized phase 111 trial failed to
confirm the survival benefit. One of the reasons for this results was considered to be
due to the high toxicity of the triplet regimen. The aim of this trial was thus to assess the
effect and toxicity of PGV-chemotherapy performed at only 80% of the previously
reported doses in non-small cell lung cancer (NSCLC) pts.

Methods: Chemonaive NSCLC stage |11 or 1V pts with performance status 0/1 received
a treatment regimen consisting of P 40mg/m?, G 800mg/m? and V 20mg/m? on days 1
and 8 every 4 weeks for 4 to 6 cycles.

Results: Eighty pts were enrolled into this phase Il trial. A median follow-up time was
60 months. They included 79 eligible pts with a median age of 62 years, 19 stage 111/60
stage 1V, 50 males/29 females and 66 adenocarcinomas/8 squamous cell carcinomas/5
others. The median number of cycles was 4. A partial response was obtained in 44 pts
with an overall response rate of 56% (95% Cl:45-67%). The median survival time was
22 months and the 3-year survival rate was 22%. The predominant toxicity was
hematologic: grade 3/4 neutropenia in 30/32 (79%) and grade 3/4 thrombocytopenia
in 30/1 (39%) pts. The frequency of grade 3/4 non-hematologic toxicity was low
(<3%). Forty pts (58%) completed more than 4 cycles . The median dose intensity (mg/
m?/wk: %planned) was P (17:85%), G (335:84%) and V (8:80%).

Conclusions: The triplet chemotherapy administered at a lower dose demonstrated

a sufficient effect with acceptable degree of toxicity. This regimen can be also
considered to be one of experimental regimens for induction treatment.

A RANDOMISED PHASE Il STUDY OF ADJUVANT
CHEMOTHERAPY IN PET SELECTED PATIENTS WITH
COMPLETELY SELECTED NON-SMALL CELL LUNG CANCER
(NSCLC): NVALT 8

A.C. Dingemans®, E. Smit?, E. van der Heijden®, H.J.M. Groen*

Respiratory Medicine, Maastricht University Medical Center, Maastricht/
NETHERLANDS, Department of Pulmonary Diseases, Vrije Universiteit Medical
Center, Amsterdam/NETHERLANDS, 3Respiratory Medicine, University Medical
Center Nijmegen, Nijmegen/NETHERLANDS, “Department of Pulmonary
Diseases, University Medical Center Groningen, Groningen/NETHERLANDS

Rationale: The use of cisplatin-based adjuvant (adj) chemotherapy (chemo) in patients
(pts) with resected NSCLC improves survival. Not all pts benefit from chemo, but how
to select pts for treatment is not clear. In this study we select pts by FDG-PET in a good
and bad prognosis group using FDG avidity as measured by the standardized uptake
value (SUV). Several studies have suggested that treatment with low-molecular weight
heparin (LMWH) improves survival in cancer pts. The hypothesis is that pts with

a good prognosis will not benefit from adj chemo and that LMWH will improve
survival in pts with a worse prognosis. Study design: This is a randomized phase 111
study from the Dutch society of pulmonologists (NVALT). All PET scans are calibrated
and a standard protocol was developed to estimate the SUVmax. As previously shown,
the SUVmax value of 10 will be used as cut-off value. Inclusion started 11/07. Tumor
and blood samples will be collected prospectively. NVALT 8a: Pts with a low SUVmax
will be randomised to 4 cycles of cisplatin-based chemo or observation in a non-
inferiority design. The main end-point is recurrence-free survival (RFS). 864 pts will be
entered in the study in 4 years (y). The follow up will continue for 5y, at the end of
which a total of 150 events will be observed allowing the comparison (alpha=0.05 one-
sided log-rank test.) of the curves by treatment arm with 80% power to test the non-
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inferiority of no chemo to adj chemo. NVALT8b Pts with a high SUVmax will be
randomised to 4 cycles of pemetrexed and cisplatin with or without nadroparin for 16
weeks (2 weeks therapeutic dose en 14 weeks half-therapeutic dose). The primary end-
point is RFS. 600 pts will be entered in the study in 3 y. The follow up will continue for
2.5y, at the end of which a total of 243 events would be observed allowing the
comparison (alpha=0.05 two-sided log-rank test.) of the curves by treatment arm with
80% power to detect a true difference of 60% versus 70% at 3y, or HR=0.70. Eligibility
criteria: NSCLC stage Ib-1lla, RO resection, no unstable systemic disease, no other
malignancy, no indication for anticoagulant treatment or high risk of bleeding (8b).

Conclusion:This study investigates better selection of pts for adj chemo.

ORAL VINORELBINE (NVBO) AND GEMCITABINE (GEM) IN
ELDERLY PATIENTS WITH ADVANCED NON-SMALL-CELL
LUNG CANCER (NSCLC): A PHASE Il STUDY CONDUCTED BY
THE GALICIAN LUNG CANCER GROUP (GLCG)

J.L. Firvida®, S. Vazquez?, M. Lazaro®, L. Leon*, M. Salgado®, B. Campos?,
A. Fernandez, J. Casal®, J. Gayo®, J.R. Mel?

1Servicio De Oncologia Medica, Complejo Hospitalario de Ourense, Ourense/
SPAIN, 2Servicio De Oncologia Medica, Hospital Xeral de Lugo, Lugo/SPAIN,
3Servicio De Oncologia Medica, Hospital Xeral-Cies, Vigo/SPAIN, *Servicio De
Oncologia Medica, Hospital Clinico Universitario de Santiago, Santiago de
Compostela/SPAIN, SDivision De Oncologia, Pierre Fabre Iberica, Barcelona/
SPAIN

Background: The non-platin doublet GEM-vinorelbine is one of the most effective
treatment regimens for elderly patients (PTS) with advanced NSCLC. NVBO has been
employed in NSCLC treatment with similar bioavailability and response rates and a more
favourable toxicity profile compared to the i.v. form. The GLCG conducted a phase 11
study to determine the efficacy and safety of NVBO-GEM regimen in elderly patients with
advanced NSCLC. The primary objective was response rate (RR). Secondary objectives
included time to progression (TTP) overall survival (OS) and toxicity.

Methods: Beetween July 2005 and January 2008, 45 chemo-naive pts aged >70 years,
histologically confirmed NSCLC, stage 111B/IV, ECOG 0-1, measurable lesions
according to RECIST criteria and adecuate bone marrow, renal and hepatic function
were included. The NVBO-GEM regimen consisted of GEM 1000 mg/m?/i.v., followed
by NVBO 60 mg/m? days 1 and 8 every 3 weeks, for a maximum of 6 cycles.

Results: To date, 45 pts were included and 180 cycles were administrated. Male /
Female 41/4; median age 77 years (range 70-86), all ECOG 1, 29 squamous cell
carcinoma, 12 adenocarcinoma and 4 large cell. Stage 111B/I1V 12/33. 38 pts were
evaluable (4 non evaluable and 3 in treatment) for response and 45 for toxicity. The RR
was 36.8% (95% Cl: 21.8%-54%); PR: 36.8%; SD: 26.3% and PD: 36.8%. The median
TTP was 4.6 months (95% ClI: 2.9-6.2) and the median OS was 9.3 months (95% ClI:
6.2-12.4). The main toxicities were anemia grade 3-4 in 4 pts, neutropenia grade 3-4 in
4 and plaquetopenia grade 3 in 2; non-haematological grade 3-4 toxicities included
grade 3 asthenia in 3 pts and grade 3 emesis in one.

Conclusions: This trial confirms that a NVBO-GEM regimen is effective and well
tolerated in elderly pts with advanced NSCLC.

RESOURCE UTILIZATION BY HISTOLOGY FOR
PEMETREXED AS MAINTENANCE THERAPY IN ADVANCED
NON-SMALL CELL LUNG CANCER: RESULTS FROM THE
RANDOMIZED, DOUBLE-BLIND PHASE IIl TRIAL

C. Zielinski*, J. Feng?, V. Gangadharan®, Y. Zhang®, D. Metzner®, P. Hongming®,
A.M. Liepa’, P. Peterson®, M. Orlando®, J. Oramas™®

Dept. of Medicine | - Oncology, Medical University Hospital, Vienna/AUSTRIA,
2Medical Oncology, Jiangsu Province Cancer Hospital, Nanjing/CHINA,
3Medical Oncology, Lakeshore Hospital & Research Centre, Kochi/INDIA,
“Oncology, 2nd Affiliated Hospital to Da Lian Medical University, Da Lian,
Liaoning/CHINA, ®Haematology / Oncology, St Marien-Hamm Hospital, Hamm/
GERMANY, ®Medical Oncology, Sir Run Run Shaw Hospital, Hangzhou/CHINA,
“Global Health Outcomes, Eli Lilly and Company, Indianapolis/lUNITED STATES
OF AMERICA, ®statistics, Eli Lilly and Company, Indianapolis/fUNITED STATES
OF AMERICA, °Medical Oncology, Eli Lilly and Company, Indianapolis/UNITED
STATES OF AMERICA, *°Medical Oncology Service, Hospital Universitario de
Canarias, Canarias/SPAIN

Background: Pemetrexed (PEM) plus best supportive care (BSC) demonstrated
statistically significant progression-free survival over placebo plus BSC in advanced
non-small cell lung cancer (NSCLC) patients (pts) with at least stable disease following
induction therapy (Ciulineau et al, Proc ASCO 2008). This effect was more
pronounced in pts with non-squamous histology. PEM was generally well tolerated and
here we report pre-specified analyses of resource utilization associated with
management of adverse events (AEs).

Methods: Pts were randomized 2:1, and all were included in the analyses. At each cycle
and up to 30 days after study discontinuation, AEs were assessed using Common
Terminology Criteria for Adverse Events (CTCAE) (version 3), and concomitant
medications, transfusions, and AE-related hospitalizations were recorded. Regardless
of causality, resource use and AEs were summarized for the overall population and by
histology, and compared between arms with Fisher’s exact test.
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Results: 663 pts were randomized. Rates of grade 3/4 toxicities for PEM were <5%,
with the exception of fatigue (8.4%). Of all CTCAE toxicities, only anemia was
statistically higher for PEM (4.5% vs 1.4%; p=0.04). Safety profile within histology
groups was generally consistent with the overall population. Resource utilization is
summarized in the table. Rates of antibiotic (24.7% vs 19.4%) and antiemetic (30.8%
vs 30.6%) use were not statistically different between arms. Resource utilization overall
and by non-squamous histology, comparison between arms

All: PEM (N=441) vs
placebo (N=222)

9.5 vs 3.2%; p<0.01

5.9 vs 1.8%; p=0.02

2.9 vs 3.6%; p=0.64
15.4 vs 14.0%; p=0.65

Non-squamous: PEM (n=326) vs
placebo (n=156)

Transfusions
Erythropoietin
G-CSF
Hospitalizations

8.9 vs 1.9%; p<0.01

7.1 vs 1.9%; p=0.02

2.1 vs 3.2%; p=0.54
15.6 vs 12.8%; p=0.49

Conclusions: Rates of resource utilization for management of AEs with PEM
maintenance therapy for NSCLC were low, corresponding to low rates of AEs. With the
exception of transfusions and erythropoietin, rates of resource use were comparable
between PEM maintenance therapy and placebo. Consistent results were seen in
histology groups.

IMPACT OF INDUCTION CHEMOTHERAPY ON THE
OUTCOME OF TREATMENT WITH PEMETREXED IN
PATIENTS WITH ADVANCED NON-SMALL-CELL LUNG
CANCER: A RETROSPECTIVE ANALYSIS OF A PHASE 1|
TRIAL

T. Ciuleanu?, K. Gyurkovits?, J. Stigt®, Y.M. Chen?, L. Long yun®, N. Dickgreber®,
A. Maru’, R. Ramlau®, P. Peterson®, C. Visseren-Grul*°

10ncology, Institutul Oncologic | Chiricuta, Clu/ROMANIA, 20Oncology, Kaposi
Mor Teaching Hospital, Mosdos/HUNGARY, 3Oncology, Isala Klinieken Zwolle,
Zwolle/NETHERLANDS, “Oncology, Taipei Veteran’s General Hospital, Teipei/
TAIWAN, *Oncology, Peiking Union Medical College Hospital, Beijing/CHINA,
6Oncology, Hannover Medical School, Hannover/GERMANY, 7Oncology,
Searoc Cancer Center, Rajasthan/INDIA, 80Oncology Department, Regional
Center of Lung Diseases, Poznan/POLAND, 9Statistics, Eli Lily and Company,
Indianapolis/UNITED STATES OF AMERICA, *°Oncology, Eli Lilly and Company,
Grootslag/NETHERLANDS

Background: A prior study of pemetrexed (Pem) in NSCLC indicated a relationship
between first-line therapy and outcome of second-line therapy. We therefore
investigated the impact of induction therapy on the outcome of Pem maintenance
therapy in NSCLC, in this phase 111 study.

Methods: After 4 cycles of platinum-based induction therapy, 663 pts were randomized
(2:1 ratio) to receive Pem (500 mg/m?, day 1) plus BSC or Placebo plus BSC in 21-day
cycles until disease progression. Effects of the platinum and non-platinum component
and tumor response to induction therapy on progression-free survival (PFS) in our
study were initially evaluated using a Cox multivariate model. Treatment interactions
for platinum and non-platinum interactions were evaluated in separate Cox models.
For subgroups defined by type of induction therapy, Kaplan-Meier estimation and Cox
multivariate models were used for PFS analyses and Fisher’s exact test for disease
control (CR, PR, or SD) rates.

Results: Pt characteristics were well balanced between arms. The platinum and non-
platinum component and tumor response to induction therapy were not statistically
significant prognostic factors for PFS. Interactions were not statistically significant for
platinum (p=0.211.) or non-platinum (p=0.07) treatment. PFS for Pem did not differ
based on the type of induction therapy (see table). The disease control rate was 48.1% for
pemetrexed versus 27.4% for placebo (p<0.0001) for patients who had responded to
induction therapy and 54.9% versus 40.0% (p=0.0135) for patients who had no response.

Conclusions: PFS following treatment with maintenance Pem is independent of the
type of induction therapy or the tumor response to induction therapy.

Treatment HR  Treatment
(95% CI) p-value

Induction Therapy No. PFS
(N=663) Pts  (mos)

Pemetrexed Placebo
Platinum Component

Carboplatin 374 8.0 5.7 0.48 (0.37-0.62) <0.0001
Cisplatin 288 7.1 6.1 0.60 (0.45-0.79) 0.0004
Nonplatinum Component

Gemcitabine 385 75 6.0 0.59 (0.46-0.75) <0.0001
Taxane 278# 7.8 5.4 0.45 (0.33-0.60) <0.0001
Regimens

Gem-carb 155 8.0 5.6 0.54 (0.37-0.80) 0.0018
Gem-cis 230 7.2 6.1 0.59 (0.43-0.82) 0.0014
Taxol-carb 191 78 5.7 0.46 (0.32-0.66) <0.0001
Taxol-cis 47 71 58] 0.72 (0.31-1.68) 0.4480
Docetaxel* 39 134 5.4 0.32 (0.12-0.80) 0.0149

*docetaxel + carboplatin or docetaxel + cisplatin
#1 pt received only taxol
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RETROSPECTIVE ANALYSIS OF SAFETY AND EFFICACY
OUTCOMES FOR ELDERLY PATIENTS IN THE RANDOMIZED
PHASE Il TRIAL OF CISPLATIN/PEMETREXED VERSUS
CISPLATIN/GEMCITABINE IN ADVANCED NON-SMALL CELL
LUNG CANCER (NSCLC)

K.N. Syrigos®, R.G. Martins?, J. Blatter®, L. Simms*, G. Scagliotti®

10ncology Unit, Athens School of Medicine, Athens/GREECE, Medicine,
University of Washington, Seattle/UNITED STATES OF AMERICA, *Oncology, Eli
Lilly and Company, Bad Homburg/GERMANY, “Oncology, Eli Lilly and Company
Canada, Ontario/CANADA, °Clinical and Biological Sciences, University of
Torino, Turin/ITALY

Background: In a recent, randomized phase 11 study in advanced NSCLC (1725 pts
randomized), cisplatin/pemetrexed (CP) was non-inferior to cisplatin/gemcitabine
(CG). It is estimated that nearly 50% of NSCLC patients are “‘elderly”. These pts also
suffer a greater number of comorbidities which can impact therapy. These observations
led us to perform additional subgroup analyses to compare outcomes in elderly

(age > 65) and younger patients (age < 65 pts).

Methods: Pts [median 61.0 with range 26-83 years; 35% aged > 65 (n=607), and 65%
aged < 65 (n=1118] received cisplatin 75 mg/m? d1 and gemcitabine 1250 mg/m? d1,8
or cisplatin 75 mg/m? and pemetrexed 500 mg/m? d1 every 3 weeks for up to 6 cycles.

Results: Pt characteristics were balanced between treatment groups for both
subgroups. For elderly pts, median survival times were 10.1 months for CP and
10.2 months for CG (adjusted HR 0.88, 95% Cl, 0.73, 1.06). For younger pts, median
survival times were 10.3 months for both treatment groups (adjusted HR 0.97,
95% Cl, 0.84, 1.11). Grade 3/4 hematologic adverse events were experienced by
25.3% of CP and 43.1% of CG elderly pts. Incidence of any grade 3/4 adverse event
was higher for CG among younger pts as well (21.0% for CP and 38.3% for CG).
Use of growth factors, anti-anemia drugs, and transfusions for bone marrow support
were significantly lower on the CP arm for both age groups. Select grade 3/4
toxicity and resource utilization for elderly pts (= 65), comparison between arms
[no. pts, (%)].

Gr 3/4 toxicity CP (n=316) CG (n=274) p-value
Neutropenia 63 (19.9) 80 (29.2) 0.009
Anemia 12 (3.8) 27 (9.9) 0.004
Thrombocytopenia 14 (4.4) 49 (17.9) <0.001
Nausea 24 (7.6) 15 (5.5) 0.323
Vomiting 19 (6.0) 13 (4.7) 0.586
Fatigue 21 (6.6) 21 (7.7) 0.635
Bone Marrow Support

Growth factors 11 (3.5) 22 (8.0) 0.019
Anti-anemia drugs 50 (15.8) 67 (24.5) 0.010
Transfusions 49 (15.5) 81 (29.6) <0.001

Conclusions: Consistent with findings in the overall study population, CP is better
tolerated, easier to administer, and has a better toxicity profile than CG in elderly
advanced NSCLC pts, suggesting it may be a preferred treatment option in this
population.

258P | ECONOMIC ANALYSIS OF ERLOTINIB, DOCETAXEL,
PEMETREXED AND BEST SUPPORTIVE CARE AS 2ND LINE
TREATMENT OF NON-SMALL CELL LUNG CANCER

C. Pereira®, H. Pereira?, C. Silva®, F. Negreiro®, H. Queiroga®, F. Barata®,

T. Almodévar®

IMarket Access & Health Economics, Roche Farmacéutica Quimica, Portugal,
Amadora/PORTUGAL, 2Lung Oncology, Roche farmacéutica Quimica,
Portugal, Amadora/PORTUGAL, ®Biostatistics Unit, Eurotrials, Lisbon/
PORTUGAL, “Pneumological Oncology, Hospital S. Jodo, Porto, Porto/
PORTUGAL, *Pneumological Oncology, Centro Hospitalar de Coimbra,
Coimbra/PORTUGAL, ®Pneumology, Instituto Portugués de Oncologia de
Francisco Gentil, Lisbon, Lisbon/PORTUGAL

Obijective: Evaluate costs and benefits of erlotinib in second line treatment of advanced
or metastatic non-small cell lung cancer (NSCLC) comparatively to docetaxel,
pemetrexed and best supportive care.

Methods: Cost-minimization and cost-utility analysis were performed for a time horizon
of 2 years, according to a Markov model with 3 health states (“progression free survival”,
“progression” and “death™) and monthly cycles. Survival and time to progression were
obtained from 3 clinical trials. Base-case analysis includes second line patients with
advanced or metastatic NSCLC. Quality Adjusted Life Years (QALYs) were obtained from
a study in U.K. Resources were estimated by a Portuguese expert panel. Portuguese
National Health System (NHS) perspective was applied. Costs were calculated
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according to official Portuguese databases and actualized to 2008. Only direct health
costs were applied. Annual discount rate of 5% (costs and utilities). Sensitivity

analysis included different subpopulations, a time horizon of 3 years and a probabilistic
analysis.

Results: After 2 years, the cost per patient was lower with erlotinib (€ 26,428) than
with docetaxel (€ 29,160) or pemetrexed (€ 32,334) and higher than with best
supportive care (€ 15,752). QALYs per patients were higher with erlotinib (0.24) than
docetaxel (0.22), pemetrexed (0.23) or best supportive care (0.18). Erlotinib was
“dominant” in the cost-utility analysis, with lower cost and higher efficacy, versus
docetaxel and versus pemetrexed. The sensitivity analysis confirmed the robustness of
the base-case analysis results. If 1,000 patients with advanced or metastatic NSCLC
were treated with erlotinib, the annual saving for NHS (substitution rates: 5%-65%)
would range between € 133,911 - € 1,740,840 (docetaxel replacement) and € 280,937
€ - € 3,652,181 (pemetrexed replacement).

Conclusions: The use of erlotinib instead of docetaxel or pemetrexed could contribute
with savings for the NHS, in the treatment of advanced or metastatic NSCLC patients,
with a gain in terms of QALYS.

INTER- AND INTRA-OBSERVER VARIABILITY IN ASSESSING
ELIGIBILITY FOR BEVACIZUMAB (BVZ) IN ADVANCED NON
SMALL CELL LUNG CANCER (NSCLC) PATIENTS (PTS) WITH
CENTRALLY LOCATED TUMORS

F. Barlesi®, B. Besse?, E. Dansin®, C. Lacombe®, R. Gervais®, D. Moro-Sibilot®,
A. Sherpereel’, A. Loundou®, Y. Menu®

Thoracic Oncology, Université de la Méditerranée - Assistance Publique
Hoépitaux de Marseille, Marseille/FRANCE, 2Service Médecine Gard, Institut
Gustave Roussy, VillejuiffFRANCE, *Pneumology, Oscar Lambret Institute, Lille/
FRANCE, 4Oncologie, Assistance Publique Hopitaux de Paris, Paris/FRANCE,
SPneumology, Oncology Institute *‘F. Baclesse Center ", Caen/FRANCE,
SPneumology, CHU Grenoble, Grenoble/FRANCE, “Pneumology, CHU Lille,
Lille/FRANCE, ®Statistics, Université de la Méditerranée - Assistance Publique
Hopitaux de Marseille, Marseille/FRANCE, *Medical Imaging, Assistance
Publique Hopitaux de Paris, Paris/FRANCE

Background: BVZ combined with platinum-based therapy is registered for first-line
treatment of non-squamous NSCLC. Pts with centrally located tumors close to blood
vessels were stated ineligible for BVZ treatment following safety data of the AVF0757
study. The goal of this study was to assess the consistency in evaluating eligibility of pts
with central tumors for BVZ treatment.

Methods: The study group was composed of 150 NSCLC pts with centrally located
tumors (30 pts received BVZ - clinical trial). Eligibility for BVZ was assessed by chest
CT-scan. Eligibility was assessed independently by 7 radiologists and 7 oncologists/
chest physicians using CT images reviewed on workstations. Discrepancies were
discussed and consensual criteria proposed. Inter- and intra-observer variations on 50
randomly extracted pts were estimated through statistical modeling.

Results: Discordance in (in)eligibility was found for 82 pts (55%; with only one
discrepancy in 31 pts, 20%), while agreement was reached in 68 cases (45%; no=59pts,
yes=9pts). Analysis of variations showed significant differences among physicians
independently of their specialty (p<0.05). Central involvement by tumor (not by lymph
node), contact >180 with proximal artery, parietal involvement of main bronchus or
trachea, were proposed as criteria for BVZ ineligibility, while tumors with a 360 contact
with a segmental artery or a pulmonary vein (outside pericardium), with atelectasis or with
necrosis/cavitation were proposed as needing additional imaging (multiplanar
reconstruction) and multidisciplinary team discussion before stating BVZ

ineligibility. Among the 30 pts treated with BVZ, 11 (33%) would have been

excluded from BVZ treatment by at least one physician, while none presented with
haemoptysis. The full results of the inter- and intra-observer variations will be presented
at the meeting.

Conclusions: The consistency in evaluating eligibility of pts with central tumors for
BVZ treatment is weak. The study group suggested more stringent criteria to help
physicians in taking the best treatment choice that need however to be prospectively
validated.

WHAT ARE THE DIFFERENCES BETWEEN
BRONCHIOLOALVEOLAR CARCINOMA (BAC) AND
ADENOCARCINOMA PATIENTS (P) WITH EGFR MUTATIONS
WHEN TREATED WITH ERLOTINIB?

N. Reguart®, F. Cardenal?, R. Porta®, M. Provencio®, J.L. Gonzalez-Larriba®,
C. Pallarés®, B. Massuti’, A. Insa®, G. Lopez-Vivanco®, R. Rosell*°

10ncology Service, Catalan Institute of Oncology, Hospital Germans Trias i Pujol,
Badalona, Barcelona/SPAIN, 2Oncology Service, Catalan Institute of Oncology,
Hospital de Bellvitge, Hospitalet de Llobregat/SPAIN, *Oncology Service, Catalan
Institute of Oncology, Hospital Josep Trueta, Girona/SPAIN, “Oncology Service,
Clinica Puerta de Hierro, Madrid/SPAIN, *Oncology Service, Hospital Clinico San
Carlos, Madrid/SPAIN, ®Oncology Service, Hospital Sant Pau, Barcelona/SPAIN,
“Oncology Service, Hospital General de Alicante, Alicante/SPAIN, 80Oncology
Service, Hospital Clinico de Valencia, Valencia/SPAIN, gOncology Service, Hospital
de Cruces de Baracaldo, Baracaldo, Vizcaya/SPAIN, *°Oncology Service, Institut
Catala Oncologia, Badalona, Barcelona/SPAIN

Background: EGFR mutations have been identified as a cause of non-small-cell lung
cancer, particularly in adenocarcinoma and BAC. The activating mutations confer
dramatic sensitivity to gefitinib and erlotinib.

Methods: In a prospective trial, 165 p with EGFR mutations (exon 19 D746-750
deletion and exon 21 L858R mutation) were treated with erlotinib. 23 were BACs.

Results: There were no differences in gender, smoking status, performance status, type
of mutation or response to erlotinib (70%) between 23 p with BAC and 142 with
adenocarcinoma or large-cell carcinoma. However, the pattern of metastasis was
different. 91% of p with BAC and 65% of p with other histologies had lung metastases
(P=0.01). No brain metastases were identified in p with BAC, in contrast to 17.6% of p
with other histologies (P=0.003) (Table). Time to progression for 23 p with BAC
was not reached, while it was 11 months for 142 p with other histologies. Median
survival was 27 and 18 months, respectively.

Conclusion: The trend towards better time to progression and survival without
differences in response rate could be due to the different patterns of metastases. The
majority of BACs had lung metastases, with few p showing extrathoracic metastases. In
addition, the presence of brain metastases has been identified as an independent
prognostic marker of survival in p treated with erlotinib.

Metastatic Site BAC N (%) Others N (%) p

Lung 21 (91.3) 93 (65.5) 0.01
Pleura 6 (26.1) 24 (16.9) 0.38
Skin and subcutaneous 0 (0) 3(21) 0.99
Brain 0 (0) 25 (17.6) 0.03
Bone 5 (21.7) 45 (31.7) 0.46
Liver 0 (0) 14 (9.9) 0.22
Adrenals 0 (0) 4 (2.8) 0.99

261P | SUBGROUP ANALYSES OF EFFICACY IN THE GLOBAL
TRUST STUDY OF ERLOTINIB IN NON-SMALL-CELL LUNG
CANCER (NSCLC)

L. Bosquée, A. Franke?, D. Jovanovic®, R. Pirker®, G. Scagliotti®
1Pulmonology, CHU Sart Tilman, Liege/BELGIUM, 2Praxis fur Lungen- und
Bronchialheilkunde, Fachkrankenhaus fur Lungenheilkunde und
Thoraxchirurgie, Berlin/GERMANY, SThoracic Oncology, Pulmonary Diseases,
Clinical Centre Serbia, Belgrade/SERBIA AND MONTENEGRO, “Department of
Internal Medicine |, Medical University of Vienna, Vienna/AUSTRIA, 5Clinical and
Biological Sciences, University of Torino, Turin/ITALY

Objective: TRUST is a global, non-randomised, open-label study of erlotinib
(Tarceva ) monotherapy in >7,000 unselected patients (pts) across 52 countries.
Interim analyses of efficacy are reported, relative to specific clinical characteristics.
Methods: Oral erlotinib 150mg/d was given to pts with stage 111B/IV NSCLC who had
received at least one line of chemo-/radiotherapy or were unsuitable for such therapy.
Treatment continued until progression or unacceptable toxicity.

Table 261P
Group 1 -male Group 2 -male Group 3 -male C/FS;
C/FS; SqCC NS; SqCC non-squamous

DCR, % 69 (<1+4+65) n=973 59 (1+13+44) n=82 64 (<1+8+55) n=1,791

Survival data n=1,205 n=101 n=2,292

PFS,wks 12.4 10.1 11.9

1-year survival, %  26.4 221 319

OS, mos 6.04 n/m n/m

n/m=data not yet mature

Group 4 — male NS;
non-squamous

75 (2+18+56)n=426
n=510

253

53.2

n/m

Group 5 — female C/FS;

sqcc

63 (0+4+59)n=162
n=204

103

233

5.58

Group 6 — female NS;
non-squamous

80 (2+25+53) n=1,216
n=1,364

30.0

60.2

n/m
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Results: At cut-off for these analyses (27 Feb 2008), data were available for 5,343 pts in
six subgroups. Efficacy analyses were conducted based on histology (squamous-cell
carcinoma [SqCC] vs non-squamous), gender and smoking status (current/former
smokers [C/FS] vs never smokers [NS]). Disease control rate (DCR=CR+PR+SD),
progression-free survival (PFS) and overall survival (OS) data are shown in the tables
below. OS data are currently mature for groups 1 and 5 only; median OS was 6.04 mos
and 5.58 mos, respectively, i.e. no significant difference between male and female C/FS
with SqCC. PFS in NS with non-squamous tumours was superior to that in other pts
(28.0 wks vs 12.0 wks; p<0.0001).

Conclusions: These analyses demonstrate that a wide range of pt subgroups derive

a clinical benefit from erlotinib therapy, thus confirming the results of the phase I11
BR.21 study. Some subgroups may achieve a greater survival benefit when receiving
erlotinib, but prognostic and predictive value could not be distinguished in this non-
placebo-controlled study. Based on these data, pts should not be excluded from receiving
erlotinib as second- or third-line treatment because of their clinical characteristics.

GLOBAL EFFICACY AND SAFETY RESULTS FROM THE
TRUST STUDY OF ERLOTINIB MONOTHERAPY IN >7000
PATIENTS (PTS) WITH NON-SMALL CELL LUNG CANCER
(NSCLC)

M. Reck!, P. Mali?, O. Arrieta®, M. Gottfried*, J. Van Meerbeeck®

Thoracic Oncology, Hospital Grosshansdorf, Grosshansdorf/GERMANY,
2Department of Oncology, Turku University Hospital, Turku/FINLAND, Centro
Oncologico Diana Laura Riojas De Colosio, Medica Sur, Mexico/MEXICO,
“Oncology, Meir Medical Center, Kfar Saba/ISRAEL, ®Respiratory Medicine,
University Hospital Ghent, Ghent/BELGIUM

Objective: The open-label TRUST study was initiated firstly to allow access to erlotinib
for a global population of pts with refractory NSCLC and secondly to further elucidate
the safety and clinical benefits of erlotinib in this population.

Methods: This non-randomised study enrolled stage 111B/IV NSCLC pts who had
either previously failed or were unsuitable for chemotherapy/radiotherapy. Treatment
consisted of erlotinib (150mg/d p.o.) monotherapy until disease progression or
unacceptable toxicity.

Results: Interim results (cut-off date of 27 February 2008) are presented for 6,809 of
7,043 pts enrolled in the TRUST study. At baseline, the study population was typical of
advanced NSCLC studies: median age 63 yrs (range 19-96); male/female 61%/39%;
Caucasian/Asian/other 73%/20%/7%; stage I11B/IV 22%/78%, adenocarcinoma/
squamous-cell/other histology 55%/24%/21%, ECOG PS 0/1/2/3/no data 22%/52%/
19%/6%/<1% and 1st-line/2nd-line/3rd-line/other 14%/49%/37%/<1%. Among the
5,567 pts for whom response data were available, the overall disease control rate
(CR+PR+SD) was 69%. Best responses were: CR in 47 pts (<1%), PR in 672 pts (12%),
and SD in 3,110 pts (56%). Median PFS according to RECIST was 14.3 wks (95% CI
13.6-15.0; n=6,807). The 1-year survival rate was 38.6%. Overall survival data is >25%
censored so can not yet be reported. Tolerability data (cut-off date October 2007;
available for 6,267 pts) indicate that 11% of pts experienced an erlotinib-related
adverse event (AE) other than the 15 most frequently occurring pre-specified in the
protocol. However, only 4% of pts had >1 erlotinib-related serious AE, with diarrhoea
being the most common (1%), and only 5% of pts discontinued treatment due to AEs.
The most common reasons for discontinuation were rash (n=102 all grade [gr]; n=60
gr 3/4) and diarrhoea (n=74 all gr; n=42 gr 3/4). Although rash was reported in 70% of
pts, the majority (83%) of these cases were gr 1/2.

Conclusion: These interim data from the TRUST study confirm previous observations
from the phase 111 BR.21 study (Shepherd et al, 2005), indicating that erlotinib is
efficacious and well tolerated in pts with advanced NSCLC.

FEASIBILITY AND TOLERABILITY OF THE ADDITION OF
ERLOTINIB TO 3D THORACIC RADIOTHERAPY (RT) IN
PATIENTS (P) WITH UNRESECTABLE NSCLC: A
PROSPECTIVE RANDOMIZED PHASE Il STUDY

E. Martinez*, M. Martinez?, F. Casas®, N. Vinolas®, J. Minguez®, A. Paredes®,
A.M. Pérez Casas’, M. Domine®, A. de la Torre®, F. Valcarcel*®
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3Servicio De Oncologia Radioterapica, Hospital Clinic, Barcelona/SPAIN,
4Servicio De Oncologia Médica, Hospital Clinic, Barcelona/SPAIN, 5Servicio De
Oncologia Radioterapica, Hospital Donostia, Donostia/SPAIN, ®Servicio De
Oncologia Médica, Hospital Donostia, Donostia/SPAIN, Servicio De Oncologia
Radioterapica, Fundacion Jiménez Diaz, Madrid/SPAIN, 8Servicio De Oncologia
Meédica, Fundacion Jiménez Diaz, Madrid/SPAIN, °Servicio De Oncologia
Radioterapica, Hospital Universitario Puerta de Hierro, Madrid/SPAIN,
1%Hospital Universitario Puerta De Hierro, Hospital Universitario Puerta de
Hierro, Madrid/SPAIN

Background: RT is the standard treatment for p with unresectable or locally advanced
NSCLC. Considering the high frequency of tumour recurrence it is necessary to
improve the results of the RT by integrating regimens of chemotherapy and/or targeted
therapies into current radiotherapy strategies. Erlotinib is an EGFR TKI that has shown
activity in recurrent/metastatic NSCLC. This study aims to evaluate the feasibility of
the addition of erlotinib to RT in p with unresectable NSCLC.
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Methods: P with unresectable stage I-111A NSCLC not suitable to receive chemotherapy,
ECOG < 2, measurable disease by RECIST were enrolled in this open-label, multicenter,
prospective, randomized phase II study. P included in arm A received 3D thoracic RT
(66 Gy in 33 fractions during 6 weeks). P assigned to arm B were treated with 3D thoracic
RT (66 Gy in 33 fractions during 6 weeks) and concomitant erlotinib 150 mg/day po
maintained for 6 months. Primary endpoint is the percentage of grade 3-4 toxicities
and secondary endpoints are PFS, time to treatment failure, OS and RR.

Results: A total of 40 p have been randomized from March 06. Data from 23 p have been
included in this analysis (10 Arm A, 13 Arm B). Baseline characteristics were similar in
both arms. Esophagitis was observed in 4 p (40%) in arm A and 3 p (23%) in arm B, (no
grade 3-4). Radiodermitis occurred in 5 p (50%) inarm A (no grade 3-4 observed) and in 1
p (8%) inarm B, being grade 3. Pneumonitis occurred in 2 p (20%) inarm A (10% grade 3)
and 1 p (8%) in arm B (no grade 3-4 observed). Main toxicities related to erlotinib were
skin rash (61.5%) and diarrhoea (23%) being all cases mild to moderate. 15 p were
evaluable for tumour response. Response rate in arm A was 55.5% and 83.3% in arm B.
Disease progression is documented in 22.2% of p in arm A and 16.7% of p in arm B.

Conclusions: Combination of erlotinib and RT seems to be an active treatment for this
p population. The addition of erlotinib does not appear to increase in-field toxicities,
being a feasible and well tolerated option for p with unresectable stage I-111A NSCLC.
Data on survival will be presented.

ERLOTINIB AS SECOND-LINE THERAPY IN PATIENTS (PTS)
WITH ADVANCED NON-SMALL-CELL LUNG CANCER
(NSCLC) AND GOOD PERFORMANCE STATUS: INTERIM
ANALYSES FROM THE TRUST STUDY

L. Crind*, W. Eberhardt?, M. Boyer®, Z. Balik6*, E. Smit®

Medical Oncology, ONCOHEMATOLOGY PERUGIA, Perugia/ITALY, 2Dept. of
Internal Medicine, West German Cancer Center, Essen/GERMANY, *Medical
Oncology, Sydney Cancer Centre, Camperdown/AUSTRALIA, “Pulmonology,
County Hospital Baranya, Pécs/HUNGARY, ®Department of Pulmonary
Diseases, Vrije Universiteit Medical Center, Amsterdam/NETHERLANDS

Objective: TRUST is an open-label study of erlotinib in unselected pts with advanced
(stage 111B/1V) NSCLC who have either failed prior therapy or are unsuitable to receive
chemo-/radiotherapy. The current analysis evaluated the efficacy of erlotinib in the
subgroup of patients with good performance status and one prior line of therapy.

Methods: Pts received erlotinib 150mg/d p.o. until disease progression or unacceptable
toxicity.

Results: This interim analysis includes 3,338 pts (2,575 of whom were PS 0/1) who
received erlotinib as 2nd-line therapy (as of the cut-off date of 27 Feb 2008). At
baseline, the study population was consistent with that of other advanced NSCLC
studies: median age 62 yrs (range: 19-92); male/female 60%/40%; Caucasian/Asian/
other 70%/22%/8%; stage 111B/1V 23%/77%; adenocarcinoma/squamous-cell/other
histology 56%/23%/21%. In the overall 2nd-line population, best response was CR in
27 pts (<1%), PR in 373 pts (13%) and SD in 1,501 pts (54%). For the 2,780 pts for
whom data were available, the disease control rates (CR+PR+SD) for the overall
population and the PS 0/1 subgroup were similar: 68% and 69%, respectively. Median
progression-free survival (PFS) according to RECIST was 14.0 wks for the overall
population and 15.9 wks for the PS 0/1 subgroup. PFS for the PS 2 and PS 3 subgroups
was 9.7 and 8.3 wks, respectively. Incidence of rash (any grade) was 71% overall (82%
of these pts had grade 1/2 rash) and median PFS was significantly greater in these pts
than in those without rash (18.1 wks vs 8.1 wks; p<0.0001). No unanticipated adverse
events (AEs) were reported and only 123 pts (4%) had an erlotinib-related serious AE
(SAE). No single SAE was reported in >1% of pts.

Conclusions: In pts with advanced NSCLC who either failed or were unsuitable for
chemo-/radiotherapy, 2nd-line erlotinib monotherapy achieved favourable clinical
outcomes, comparable to those previously seen in the pivotal phase I11 BR.21 study.
Better PS (0/1) and/or presence of rash were associated with superior outcomes. The
combined efficacy and favourable tolerability profile of erlotinib suggest this agent
could play a major role in 2nd-line therapy for NSCLC.

CLINICAL OUTCOMES WITH ERLOTINIB IN RELATION TO
BIOMARKER STATUS: ANALYSES FROM THE OPEN-LABEL
TRUST STUDY IN ADVANCED NON-SMALL-CELL LUNG
CANCER (NSCLC)

R. Pirker!, W. Su?, R. Rooneem®, B. Mehi¢*, F. Franke®

lDepartment of Internal Medicine |, Medical University of Vienna, Wien/AUSTRIA,
2Division of Hematology and Oncology, Department of Internal Medicine, National
Cheng Kung University Hospital, Tainan/TAIWAN, *Department of Oncology,
North Estonia Regional Hospital, Talinn/ESTONIA, 4Clinic of Lung Diseases,
Clinical Centre University of Sarajevo, Sarajevo/BOSNIA AND HERZEGOVINA,
5Oncologia - Cacon, Associagdo Hospital de Caridade de ljuf, lju/BRAZIL

Obijective: TRUST is a large, global, open-label study of erlotinib monotherapy in
NSCLC, which includes biomarker analyses. These analyses in a large patient (pt)
population allow the evaluation of various biomarkers.

Methods: An analysis of biomarkers in 310 German TRUST pts was previously
reported at ASCO 2007 (Schneider et al; Laack et al); those pts are excluded from these
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analyses. Oral erlotinib 150mg/d was given to pts with stage 111B/IV NSCLC who
had previously failed/were unsuitable for standard chemo-/radiotherapy, until
progression or unacceptable toxicity. Diagnostic tumour specimens were obtained
retrospectively and analysed for EGFR protein expression (immunohistochemistry
[IHC]), EGFR gene copy number (fluorescent in-situ hybridisation [FISH]) and
EGFR/KRAS mutation status (direct DNA sequencing). Clinical outcomes were
assessed in relation to biomarker status.

Results: Baseline characteristics (n=171; %): male/female 60/40; adenocarcinoma/
squamous-cell/other 56/27/17; Caucasian/other 71/29; 1st/2nd/3rd-line 9/53/38;
never-smoker/ever-smoker 30/70. Best response was complete or partial response
(CR/PR) in 13% of 155 pts; a further 57% had stable disease (SD). Median
progression-free survival (PFS) was 17.3 wks. EGFR IHC+ status (210% membrane
staining; 99/135 pts; 73%) was associated with a trend to longer overall survival
(OS) and PFS (HR=0.73 for both vs IHC—; not significant [ns]). A trend to longer
OS was observed in EGFR FISH+ (Colorado scoring [Cappuzzo et al, 2005]; 32/56;
57%) vs FISH- pts (HR=0.75; ns), but PFS was comparable (HR=0.91; ns). Pts
with EGFR mutations (mut+; 11/75; 15%) had significantly longer OS and PFS vs
EGFR wild-type (wt) pts (HR=0.32 [p=0.013] and 0.43 [p=0.016], respectively).
Further, all EGFR mut+ pts achieved PR or SD (response rate of 46% vs 7% for
wt; p=0.00043). KRAS mut+ pts (14/92; 15%) had shorter OS and PFS vs KRAS wt
pts (HR=1.73 and 1.37, respectively; ns), but 3 KRAS mut+ pts had a PR and

a further 8 had SD.

Conclusions: EGFR mutations, EGFR IHC+ status and EGFR FISH+ status seem

to be associated with better clinical outcomes on erlotinib. High response rates were
also observed in EGFR mut+ pts.

EFFICACY OF ERLOTINIB IN >4,000 PATIENTS (PTS) WITH
ADVANCED NON-SMALL-CELL LUNG CANCER (NSCLC):
ANALYSIS OF THE EUROPEAN SUBPOPULATION OF THE
TRUST STUDY

H. Groen®, F. Barata®, R. McDermott®, P. Magyar®, A. Ardizzoni®
Pulmonary Diseases, University Medical Center Groningen, Groningen/
NETHERLANDS, ?Pneumological Oncology, Centro Hospitalar de Coimbra,
Coimbra/PORTUGAL, 3Medical Oncology, Adelaide, Meath & National
Childrens Hospital Tallaght, Dublin/IRELAND, “Pulmonology, Semmelweis
University, Budapest/HUNGARY, ®Medical Oncology, Parma University
Hospital, Parma/ITALY

Objective: The open-label, non-randomised phase IV TRUST study was initiated to
allow unselected pts with advanced NSCLC to receive erlotinib (Tarceva ) and to
assess the efficacy and safety of this agent in a large, global population. An interim
analysis of the data from 27 European countries is presented.

Methods: Eligible pts with stage 111B/IV NSCLC had either failed on or were unsuitable
to receive chemo-/radiotherapy. Erlotinib 150mg/d was given orally until disease
progression or unacceptable toxicity.

Results: At data cut-off in Feb 2008, data were available for 4,002 of the 4,112
European pts enrolled in TRUST. Pts had a median age of 63y (range 19-91) and
99% were Caucasian. Other baseline characteristics (%) were: male/female 64/36;
ECOG PS 0/1/2/3 24/51/20/5; never-smoker/ex- or current-smoker/no data 22/78/
<1; adenocarcinoma/squamous-cell/other/no data 50/28/22/<1; erlotinib 1st/2nd/
3rd-line/other/no data 13/47/39/1/<1. Best response data (n=3,222): 23 pts (<1%)
had a complete response (CR), 281 (9%) had a partial response (PR) and 1,864
(58%) had stable disease (SD) (disease control rate [DCR = CR+PR+SD] = 67%).
Survival data (n=4,001): median progression-free survival (PFS) according to
RECIST = 12.3 wks (95% CI 11.9-12.9); 1-year survival = 32% and median overall
survival (OS) = 6.7 months (25% censored). Subanalyses showed that pts who were
female, PS 0/1, never-smokers or who had adenocarcinoma had prolonged PFS.
Degree of rash was correlated with survival. Safety data were available for 3,903 pts:
9% had at least one erlotinib-related adverse event (AE), other than the 15 most
common toxicities pre-specified in the protocol, and 4% had >1 erlotinib-related
serious AE, most commonly diarrhoea (1%). Treatment discontinuation due to
erlotinib-related AEs occurred in 6% of pts. 67% of 3,994 pts had erlotinib-related
rash, mostly grade 1/2.

Conclusions: These data confirm the results of the BR.21 study (Shepherd et al. NEJIM
2005), demonstrating similar OS, PFS, DCR and 1-year survival. No new safety signals
were observed, supporting the use of erlotinib as a well-tolerated and effective
treatment option for pts with advanced NSCLC.
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FIRST-LINE ERLOTINIB IN STAGE IlIB/IV NON-SMALL-CELL
LUNG CANCER (NSCLC) WITH DOSE ESCALATION TO
TOXICITY IN CURRENT AND FORMER SMOKERS (C/FS): A
PHASE Il STUDY

B. Bessel, E. Smit?, E. Felip®, S. Siena® F. Blackhall®, F. Barlesi®, G. Giaccone’
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NETHERLANDS, ®Medical Oncology, Vall d‘Hebron University Hospital,
Barcelona/SPAIN, “Medical Oncology, Ospedale Niguarda Ca’ Granda, Milan/
ITALY, *Department of Medical Oncology, Christie Hospital NHS Trust,
Manchester/UNITED KINGDOM, ®Thoracic Oncology, Université de la
Meéditerranée — Assistance, Marseille/FRANCE, “Chief Medical Oncology
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Objective: A phase Il, parallel-group study was initiated to determine whether the
efficacy of erlotinib in chemonaive patients (pts) with advanced NSCLC is affected by
smoking history and whether dose escalation to toxicity (specifically erlotinib-related
rash) improves outcomes in C/FS.

Methods: The primary endpoint of the study was non-progression rate (NPR) after 8
wks, while secondary endpoints included response, disease control rate (DCR;
complete response [CR] + partial response [PR] + stable disease [SD]), safety, and
correlative efficacy analyses. The initial dose of 150mg/d p.o. of erlotinib was given to
all pts; this dose was subsequently increased by 50mg increments in C/FS to

a maximum of 300mg/d, with each dose being given for 2 wks. If no treatment-related
toxicity (TRT) > gr 3 occurred at each dose level, the dose was escalated further.

Results: A total of 51 pts were enrolled in the study: 23 never smokers (NS) and

29 C/FS. C/FS were split evenly by gender (48% male; 52% female) while a greater
proportion of NS were female (83% vs 17%). None of the NS had squamous-cell
carcinoma, compared with 4 of the C/FS. Dose escalation was carried out in the
majority of C/FS (16/18 pts with data available): 12 pts were escalated to 250mg/d
and 5 of these were further escalated to 300mg/d. The NPR (n=49) after 8 wks was 46%
in C/FS (n=12) and 65% in NS (n=15). Best response data after 8 wks are available for
14 NS and 12 C/FS. Five of the NS had a PR and 8 had SD (DCR = 93%). Among C/FS,
2 had a PR (1 at a maximum dose of 200mg/d and 1 at 250mg/d) and 7 had SD

(1 at a maximum dose of 150mg/d, 1 at 250mg/d and 5 at 300mg/d) (DCR = 75%). Gr
3/4 TRTs were reported by 7 of 38 evaluable pts. Rash occurred in 28 pts (12 C/FS,
16 NS; no gr 3/4) and 18 pts had diarrhoea (8 C/FS, 10 NS; 1 gr 3). Pharmacokinetic
analyses will be presented.

Conclusions: These results indicate that erlotinib is well tolerated and effective in first-
line NSCLC, with a NPR of >45% and a DCR of >75% in all evaluable pts, suggesting
a value for this agent in earlier lines of therapy. Dose increases for pts with a history
of smoking could potentially enhance the efficacy of erlotinib in these pts.

268P | FIRST-LINE ERLOTINIB IN ELDERLY PATIENTS (PTS) WITH
ADVANCED NON-SMALL-CELL LUNG CANCER (NSCLC)
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Elizabeth Hospital, Hong Kong/HONG KONG, *Oncology, Asklepios
Fachkliniken Muenchen-Gauting, Gauting/GERMANY

Objective: The prognosis for elderly pts with advanced NSCLC is relatively poor, partly
due to comorbidities that limit treatment options, while poor performance status often
means that aggressive treatments are contraindicated. Erlotinib (Tarceva ) is approved
for 2nd-line therapy of NSCLC and, given its favourable tolerability, is a useful option
for elderly pts. To date, however, experience with erlotinib in chemonaive elderly pts is
limited.

Methods: The global open-label TRUST study investigated erlotinib in >7,000 pts with
stage I11B/IV NSCLC who had either failed or were unsuitable for standard
chemotherapy/radiotherapy. This report focuses on elderly pts (>70y), who received
erlotinib (150mg/day) as 1st-line therapy.

Results: By February 2008, interim analysis data were available for 478 eligible pts
(>70y; received at least one dose of 1st-line erlotinib). Median age was 78y (range 71—
96) and baseline characteristics (%) were: male/female 55/45; never smoker/current or
former smoker/no data 32/68/<1; stage 111B/IV 30/68; adenocarcinoma/BAC/
squamous-cell/other 51/12/21/16; Caucasian/Asian/other 75/15/9; PS 0/1/2/3 15/46/
29/10. Response data (n=347) showed four complete (1%) and 39 partial responses
(11%), with stable disease in 65%. The disease control rate was 77%. Progression-free
survival (PFS) was 19.7 wks (n=477; 95% CI: 15.9-21.9). Overall survival will be
reported. Grade 3-5 adverse events (AES) of any cause were reported by 44% of pts, but
only 11 pts (3%) had a treatment-related SAE, and only 17 (4%) discontinued due to
treatment-related AEs. Three patients died due to an AE deemed to be treatment-
related (1 as a result of bleeding, 1 from pneumonitis, and 1 from community-acquired
pneumonia). Dose reductions were necessary in 24% of pts.

Conclusions: Erlotinib achieved encouraging outcomes as 1st-line therapy for elderly
pts with NSCLC. PFS compared favourably with the 14 wks recently reported for
pemetrexed +/- gemcitabine in chemonaive pts >70y [Gridelli et al, J Thorac Oncol
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2007;2:221-9]. The results indicate that erlotinib is a valuable 1st-line treatment option
for the management of elderly pts with advanced NSCLC, and warrants further
investigation in the 1st-line setting.

A PHASE |, DOSE-ESCALATION STUDY TO DETERMINE THE
MAXIMUM TOLERATED DOSE OF ERLOTINIB WHEN
COMBINED WITH PERTUZUMAB IN PREVIOUSLY TREATED
NON-SMALL-CELL LUNG CANCER PATIENTS

E. Felip®, M. Ranson?, S. Cedrés’, E. Dean?, E. De Droogh®, M. Brewster*,

V. McNally®, G. Ross®, D. Galdermans*
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Oncology, ZNA Middleheim Hospital, Antwerp/BELGIUM, ®Roche Products Ltd,
Roche Products Ltd, Welwyn Garden City/UNITED KINGDOM

Background: Erlotinib (E) is an effective small molecule inhibitor of HER1 (EGFR)
tyrosine kinase and is registered for the treatment of relapsed NSCLC. However, despite
inhibition of its enzyme activity, HER1 may still be activated by the formation of
heterodimers with HER2, which is also expressed in NSCLC. Therefore, blocking the
formation of HER1:HER2 heterodimers would provide a more complete inhibition of
HER signaling in such tumors. The humanized monoclonal antibody pertuzumab (P)
binds to the extracellular domain of HER2 and is known as the first in a new class of HER2
dimerization inhibitors. Preclinical studies in NSCLC models suggest that combining P
and E may improve antitumor efficacy (Friess et al., Clin Can Res 11 (14), 2005).

Methods: This is a Phase I, dose-escalating study. Consenting NSCLC pts with ECOG
performance status of 0 or 1, progression after chemotherapy and adequate cardiac
reserve were recruited in 2 cohorts. Tumour specimens were available from all patients
for evaluating biomarkers potentially associated with response. The 1st cohort
received full dose of P (840 mg iv, as a loading dose, followed by 420 mg iv every 3
weeks) plus E at a daily oral dose of 100 mg. If the maximum tolerated dose (MTD) was
not reached, a 2nd cohort was to be recruited (these pts were to receive the full dose of
P plus E at the full dose of 150 mg orally daily). Dose-limiting toxicity (DLT) was
initially defined as any adverse event (AE) %grade 3; an incidence of DLT in 2 out

of 6 pts was defined as MTD. Based on experience with the 1st cohort, the protocol was
modified to exclude rash as a DLT (rashes encountered were manageable and
responded to interruption or reduction of E). Subsequently a 2nd cohort (9 pts) has
been recruited.

Results: In the 1st cohort tolerability was good, the common AEs being diarrhoea in 3
pts (50%), which was generally mild and self-limiting, and rash, which was reported by
all 6 pts (100%). Rash was severe (grade 3) in 3 pts but responded to either dose
reduction of E to 50 mg orally daily or to treatment withdrawal. In the 2nd cohort, the
combination has been well tolerated with no DLTS reported to date.

Conclusions: For Phase Il evaluation, full dose of E (150 mg orally daily) with a full
dose of P is recommended.

AN OPEN LABEL NON-RANDOMIZED PHASE Il TRIAL OF
ERLOTINIB FOLLOWING CONCURRENT CHEMO-
RADIOTHERAPY AS MAINTENANCE THERAPY IN PATIENTS
(P) WITH STAGE 11l NON-SMALL CELL LUNG CANCER
(NSCLC). A GALICIAN LUNG CANCER GROUP STUDY
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Background: Based on recent studies, concurrent chemo-radiotherapy could be
consider the standard treatment of stage 11l NSCLC p without malignant effusions.
Erlotinib is an oral EGFR TKI, that has shown activity in recurrent and metastatic
NSCLC. This phase |1 study aims to assess the activity and toxicity of the addition of
erlotinib as a maintenance therapy in stage 111 NSCLC p after a standard concurrent
chemo-radiotherapy regimen.

Methods: P with stage I11A-111B (without malignant effusions) medically inoperable or
unresectable NSCLC who had received concurrent chemo-radiotherapy and had no sign
of progression disease after that treatment, performance status (PS) 0-2, adequate bone
marrow, hepatic and renal function, measurable disease by RECIST criteria, and written
informed consent were enrolled into this prospective open label one arm phase 1 study.
P were treated with Erlotinib 150 mg/day po for 6 months as maintenance therapy after
standard concurrent chemo-radiotherapy. Primary endpoint of the study is the

percentage of p without evidence of disease progression after 6 months Erlotinib therapy.
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Results: A total of 36 p have been recruited from March 2006. Data from 21 p are
available. All p were caucasian, men 90,5%, median age 64 years (range 41-76), current/
ever smokers 95,2%, PS 0-1 100%, histology adenocarcinoma 14.3%, squamous cell
carcinoma 81%, other histologies 4.7% and stage I11B 76,2%. 18 p have been evaluable
for response, 16,7% reached complete response, 11.1% partial response, 61,1% stable
disease and 11,1% progression disease. 16 p have ended treatment with Erlotinib, from
wich 8 patients have been treated during the 6 expected months, 3 stopped Erlotinib
due to adverse events (only 1 grade 3 rash), 2 presented progression disease and 1
retired the informed consent.

Conclusions: : Erlotinib as maintenance therapy after standard concurrent chemo-
radiotherapy treatment in stage 111 NSCLC p seems to be efficient and does not appear
to increase toxicities. Data on survival will be presented.

271P | A PHASE Il STUDY OF ERLOTINIB FOR PATIENTS WITH
ADVANCED/METASTATIC NON-SMALL CELL LUNG
CANCER WHO HAD FAILED GEFITINIB
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Background: Erlotinib and gefitinib are known to be similar oral EGFR TKiIs.
However, erlotinib has demonstrated a survival benefit for advanced NSCLC (BR21
study) while gefitinib has failed to do (ISEL study), suggesting that these two drugs
might be different ones in terms of their dosage only or mechanisms of action.
Therefore, assuming that erlotinib could overcome the resistance to gefitinib, we
conducted a phase Il study of erlotinib for patients who had failed gefitinib.

Methods: Patients with stage 111B/IV recurrent or metastatic NSCLC who showed
progressive disease on gefitinib therapy were eligible. In addition, they had at least one
bi-dimensionally measurable lesion, an Eastern Cooperative Oncology Group (ECOG)
performance status of 0 to 3, and adequate organ functions. They received erlotinib 150
mg daily until disease progression or unacceptable toxicity.

Results: Between 2006 Sep and 2008 Jan, 23 patients were enrolled; median age: 57
(41-73) years, M/F: 4/19, histology: 21 adenoca, 1 neuroendocrine, 1 NOS, EGFR gene
mutation in exon 18, 19 and 21: 6 no mutation, 3 in exon 19, 2 in exon 18, 12 unknown.
Prior best response to gefitinib was PR in 14 and PD in 9. The median time to
administration of erlotinib from discontinuation of gefitinib was 4.5 months. There
was no objective response, while only one patient showed SD for 7.8 months. Skin rash
was the most common toxicity, but was tolerable and manageable.

Conclusions: Erlotinib could not overcome the resistance to gefitinib. Therefore,
second-time administration of an agent having similar mode of action is not
recommended or should be used with caution.

272P | ERLOTINIB AND BEXAROTENE FOR PREVIOUSLY TREATED
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC)

K.H. Dragnev’, M. Seltzer?, J.R. Rigas®, W.M. DiSalvo', S. Simeone®,

D. Johnstone®, W. Nugent?, S. Waxman?®, E. Dmitrovsky*
Hematology/oncology, Dartmouth-Hitchcock Medical Center, Hanover/UNITED
STATES OF AMERICA, 2Radiology, Dartmouth-Hitchcock Medical Center,
Hanover/UNITED STATES OF AMERICA, *Hematology/oncology, Mount Sinai
School of Medicine, New York/UNITED STATES OF AMERICA, 4Pharmacology,
Dartmouth Medical School, Hanover/UNITED STATES OF AMERICA

We previously reported a phase | trial of erlotinib and the rexinoid, bexarotene, in
patients with advanced aerodigestive tract cancers showing minimal toxicities and
preliminary evidence of clinical activity. Combining erlotinib with bexarotene also
induced at least additive suppression of growth and cyclin D1 expression in human
bronchial epithelial cells and in some lung cancer cell lines. A phase |1 trial of erlotinib
and bexarotene was conducted in patients with stage IV NSCLC. Primary objective was
radiographic response rate. Secondary objectives were survival, time to progression,
toxicities, and correlation of early metabolic response by PET at 8-12 days and 2
months. Dosing was erlotinib 150 mg and bexarotene 400 mg/m2 daily orally. Forty-
two patients were enrolled including 52% women and 62% with adenocarcinoma,
median age was 67 (46-77) years, 12% were current smokers, 17 % were never smokers.
Median number of prior therapies was 2 (range 0-5), 21% had prior anti-EGFR
therapy. Common toxicities were hypertriglyceridemia and skin rash. Grade 3
pulmonary hemorrhage (1), rash/mouth sores (1), cough (1), hypereosinophilic
syndrome (1), and abdominal pain (1) led to treatment discontinuation. There were 2
objective partial responses, 7 patients had stable disease including one patient with
prior gefitinib (35 weeks on study). Median time to progression was 7 weeks, median
overall survival was 21 weeks (intent-to-treat). Decreased metabolic activity on PET
imaging at 10 days was associated with radiographic response at 2 months. Correlation
between the severity of hypertriglyceridemia and clinical outcome will be presented.
The effect of this combined regimen on the levels of EGFR and/or cyclin D1 expression
will be assessed in a proof-of-principle pilot study. The combination of erlotinib and
bexarotene is well tolerated and shows evidence of activity in heavily pretreated patients
with NSCLC. A randomized trial comparing erlotinib plus bexarotene to erlotinib is
needed to confirm the enhanced activity of the combination. These results implicate
clinical benefit of dual targeting of EGFR and cyclin D1 in NSCLC.
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273P | DESCRIPTION OF PATIENTS WITH ERLOTINIB-RELATED
SKIN EFFECTS IN FRANCE.

N. Janus®, C. Robert?, P. Souquet®, G. Deplanque®, V. Launay-Vacher,

C. Mateus?, B. Dréno®, G. Deray*, J. Morere®
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FRANCE, “Medical Oncology, GH Saint-Joseph, Paris/FRANCE, ®Unit of Skin
Cancer, University Hospital Nantes, Nantes/FRANCE, SMedical Oncology,
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Introduction: The PRECEDE study (PRise En Charge des Effets Dematologiques
sous Erlotinib) reported on the prevalence of Erlotinib-related skin effects (ERSE)
and that there is no current consensus on its management in France. We present
here a descriptive analysis of the patients who developed ERSE in the PRECEDE

study.

Methods: Data were retrospectively collected from the medical files of lung cancer
patients treated with Erlotinib in 7 cancer centers from January 2005 to December
2007. Gender, age, weight, height, serum creatinine, hemoglobinemia, hematocrit, lung
cancer stage, bone and visceral metastasis were collected. Renal function was estimated
according to the Cockcrof-Gault and aMDRD formulae.

Results: 234 patients were included among whom 152 (65.0%) presented with ERSE.
In 131 patients (86.2%), ERSE improved or resolved, either spontaneously (46/131,
35.1%) or under treatment (85/131, 64.9%). The demographical, biological and clinical
characteristics of patients with ERSE and patients without are reported in the table. No
statistic differences were found between patients with ERSE and patients without,
except when comparing the means of hemoglobinemia and hematocrit (p<0.05).
However, this difference does not seem to be clinically relevant.

Characteristics Patients with Patients without
ERSE (n=152) ERSE (n=82)
Sex-ratio (M/F) 13 13
Age (years) 60.7 62.9
Weight (kg) 64.9 65.0
Height (cm) 168.0 169.2
Serum creatinine (Imol/L) 83.8 92.9
Cockeroft-Gault (mL/min) 75.8 69.5
aMDRD (mL/min/1.73m?) 84.7 774
Hemoglobinemia (g/dL) 11.8 111
Hematocrit (%) 35.8 33.6

1.2% 1.2% 22.0%
62.2% 13.4%

2.0% 2.6% 16.4%
60.5% 18.4%

Lung cancer stage : 1 2 3 4 ND

Patients with only bone metastases (%) 12.5% 12.2%
Patients with only visceral metastases (%) 48.0% 45.1%
Non-metastatic patients (%) 25.0% 28.1%

M: Male; F: Female; ND: No data; ERSE: Erlotinib-related skin effects.

Conclusion: ERSE are frequent but regress in most cases, spontaneously or under
treatment. In the PRECEDE study, patients who developed ERSE did not present with
a particular profile as compared to patients who were free of ERSE. The PRECEDE
study does not establish a specific profile of patients at risk to develop ERSE.

274P | SAFETY AND EFFICACY OF ERLOTINIB IN NON-SMALL-
CELL LUNG CANCER (NSCLC) IN ISRAEL: INTERIM
ANALYSIS FROM THE TRUST STUDY

M. Gottfried®, M. Levitt?, M. Wollner®, J. Dudnik?, N. Peylan-Ramu®, D. Flex®,
F. Barak’, H. Biran®, A. Cyjon®, O. Merimsky™°

1Oncology, Meir Medical Center, Kfar Saba/ISRAEL, ZOncoIogy, Sheba Medical
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ISRAEL, “Oncology, Soroka Universtiy Medical Center, Beer- Sheva/ISRAEL,
Oncology, Hadassah Medical Center, Jerusalem/ISRAEL, ®Oncology, Rabin
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Sheba Medical Center, Ramat-Gan/ISRAEL, BOncoIogy, Assaf Harofe Hospital,
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Background: In a large placebo-controlled trial (BR.21), erlotinib significantly
prolonged survival, delayed symptom progression and improved quality of life of
patients (pts) with relapsed NSCLC [Shepherd et al. 2005; Bezjak et al. 2007]. The
global TRUST study investigated use of open-label erlotinib in >6000 pts with stage
111B/1V NSCLC failing or unsuitable for standard chemotherapy/radiotherapy. This
report describes results for pts enrolled in TRUST in Israel.

Methods: Eligible patients received oral erlotinib (150mg/day) until disease
progression or unacceptable toxicity. The NCI CTC v3.0 was used for evaluation of
toxicities. Dose reductions were allowed. Pts were monitored monthly.
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Results: 303 pts were enrolled in TRUST Israel; as of 27 February 2008, 262 pts
(86%) were available for analysis. Pt characteristics: median age 68 years (range 22-90);
male 58%; Caucasian 98.5%, black 0%, other 1.5%; ECOG PS0 11%, PS1 45%, PS2 27%,
PS3 15%, no data <1%; stage 111B 8%, stage IV 89%, other/no data 2%; adenocarcinoma
44%, BAC 7%, LCC 5%, SCC 15%, other 30%; 1st-line 27%, 2nd-line 43%, 3rd-line
27%, other 3%; never-smoker 28%, former/current-smoker 71%, no data <1%. Rash was
acommon adverse event (AE), being mainly mild or moderate: grade (G) 1/2 54%, G3/4
10%. Other G3/4 SAE included: diarrhoea 1%; fatigue <1%; dehydration <1%; urticaria
<1%; dyspnea <1%. 8% of pts withdrew from treatment due to AEs, including diarrhoea
(2%), fatigue (2%) and skin disorders (2%). 21% of pts required dose reduction (20% to
100mg and 3% to 50mg), mainly due to rash (57%), diarrhoea (17%), or both (6%).
Erlotinib achieved a disease control rate (DCR=complete response [CR] + partial
response [PR] + stable disease [SD]) of 57%, including <1% CR, 3% PR and 54% SD
(evaluable n=205). Median progression-free and overall survival were 14.1 and 31 weeks
respectively, while 1-year survival was 33.7%.

Conclusions: This interim analysis of unselected Israeli pts in TRUST confirms the
favourable safety profile and efficacy of erlotinib in the real-life setting. The results
indicate that most pts (79%) can receive the recommended dose of 150mg/day. Erlotinib
achieved a DCR of 57%, with over one-third of patients surviving beyond 1 year.

275P | PHASE Il STUDY OF ERLOTINIB AS A FIRST-LINE THERAPY
FOR NON-SMALL-CELL LUNG CANCER PATIENTS
ACCORDING TO THEIR CLINICAL PREDICTORS

D.H. Lee!, H.T. Kim?, S. Kim®, C. Suh?, J. Lee*
Div of Oncology, Dept of Internal Medicine, Asan Medical Center, Seoul/

KOREA, 22center For Lung Cancer, Research Inst. & Hospital, National Cancer
Center, Goyang/KOREA

Background: Many studies of EGFR TKIs suggest positive and negative predictors for
response and survival. We conducted the study to evaluate the efficacy of erlotinib as a
first-line therapy for patients with non-small cell lung cancer (NSCLC) according

to their clinical predictors.

Methods: The eligible patients who had histologically confirmed NSCLC were
categorized as follows; those with squamous cell carcinoma (SQCC), ever-smokers
with adenocarcinoma (ADC) and never-smokers with ADC. Additional inclusion
criteria were as follows; stage 111B or 1V, ECOG PS of 0-2, adequate organ functions,
and measurable lesions. No prior chemotherapy or targeted therapy was allowed.
Treatment consisted of erlotinib 100mg to 150 mg orally given once daily till

disease progression, unacceptable toxicity or patient’s refusal. Objective tumor
responses were assessed one month after the commencement of erlotinib and then
every two months.

Results: Between 10/2006 and 12/2007, 7 patients with SQCC, 13 ever-smokers with
ADC and 45 never-smokers with ADC participated in the study. The response rate
for never-smokers with ADC was 66.7%, while those for smokers with ADC and those
with SQCC were 23.0% and 0.0%, respectively. The frequently observed toxicity
were rash and diarrhea but manageable. The response rate for 11 patients with mutant-
type EGFR was 81.8% while that of 12 patients with wild-type EGFR was 16.7%.
Retrospective analysis showed that in 2 (18.2%) of 11 with mutant-type EGFR we
found EGFR gene mutation in serum. However, out of a total of 32 examined, only 3
cases (9.4%) showed positive serum EGFR mutation. Survival outcomes and results of
further biologic study will be presented at the meeting.

Conclusions: Erlotinib can be used in first-line setting in never-smoking patients with
adenocarcinoma of the lung or patients with activating somatic mutation of EGFR
gene. To use erlotinib based on molecular predictor(s), the ease and accurate method
identifying those predictors should be developed.

ERLOTINIB (E) TREATMENT AFTER FAILURE OF GEFITINIB
(G) IN ADVANCED NON-SMALL-CELL LUNG CANCER
(NSCLC) PATIENTS PREVIOUSLY RESPONDING TO EGFR
TYROSINE KINASE INHIBITORS (TKI)

E. Vasile?, C. Tibaldi?, A. Chella®, M. Lo Dico?, E. Mazzoni?, A. D‘Incecco?,

A. Di Giulio?, N. Ambrosino®, A. Falcone®

10ncology, University of Pisa, Pisa/ITALY, 2Oncology, Azienda USL 6, Livorno/
ITALY, *Pneumology, Azienda Ospedaliera Pisana, Pisa/ITALY, “Dept. of
Oncology, Azienda USL6 of Livorno and University of Pisa, Livorno/ITALY

Background: G and E are two orally active EGFR TKI. G was the first EGFR TKI to
become available in Europe in an expanded access program (EAP) in pre-treated
advanced NSCLC. When E granted approval for its demonstrated survival advantage
versus placebo in the BR.21 phase 111 trial, there were many patients who had
progressed after receiving G and different lines of chemotherapy with no further
treatment options; the clinical results suggested that E could be more efficacious than G
and that there could be significant differences in the mechanisms of sensitivity
between these two agents, and so there was a potential rationale to evaluate the activity
of E after the failure of G.

doi:10.1093/annonc/mdn506 | viiiio3



Methods: Heavily pretreated (almost with two lines of chemotherapy) advanced
NSCLC patients, who had previously obtained a partial response (PR) or a prolonged
stable disease (SD) with G, were treated with E after progression of disease (PD) to
gefitinib. Patients accrual was stopped early because of the unavailability of G after the
closure of the EAP following the results of ISEL study.

Results: Eight patients were enrolled, 4 females and 4 males; histology was
adenocarcinoma in 4 cases, bronchoalveolar carcinomaand unspecified NSCLC in 2 cases
each. Median age was 70 years (range 53-85). The median number of previous treatment
regimens was 3. One patient had a performance status (PS)=0, 4 a PS=1, and 3 a PS=2.
Seven patients had never smoked while one was a former smoker. With E treatment, we
obtained 2 PRs (25%) and 3 SDs (37.5%) with a median duration of response of 8 months;
3 patients experienced PD. The median time to progression (TTP) and overall survival
with E were 5.75 and 12 months, respectively. Atan exploratory analysis those patients who
obtained PR or SD with E had showed a longer TTP to previous G (21 and 16 months,
respectively) than those who progressed with E treatment (8.5 months).

Conclusion: E seems to be a potential therapeutic option for the treatment of selected
advanced NSCLC patients after the failure of G. Further studies are warranted to
evaluate the molecular mechanisms behind this evidence and to clarify how to select
patients for one or more treatment with EGFR TKIs.

277P | THE ASSOCIATION BETWEEN PROTEOMIC PROFILE
DETECTED BEFORE 2ND/3RD LINE EGFR-TKIS AND
RESPONSE TO 1ST LINE CHEMOTHERAPY

C. Belli*, A. Spreafico?, M. Giovannini®, M.G. Vigano?, C. lazzari*, E. roca®,
H. Roder®, J. Grigorieva®, E. Villa’, V. Gregorc?

Medical Oncology, San Raffaele, milan/ITALY, ?Medical Oncology, San
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Scientific Institute, milan/ITALY, ﬁBiochemistry, Biodesix, Steamboat Springs/
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Serum proteomic profiles predictive for overall survival (OS) in pts treated with EGFR-
TKIs as 2"%/3™ line of therapy were already reported in the previous study (JNCI, 2007)
but were not predictive for 2" line chemotherapy in EGFR-TKIs naive pts. The aim
of this study was to test if response to 1% line chemotherapy is associated to
proteomic profiles detected before 2"%/3™ line EGFR-TKIs.

Methods: Eighty-one pts with advanced NSCLC were included in analysis: 74.1% males,
median age 64 years (range 37-87); ECOG performance status (PS) 0-1 (76.5%) and 2
(23.5%). 76.5% of pts received cisplatinum-based therapy and 23.5% received 2"%/3™
line generation monochemotherapy due to PS and age. The proteomic classification was
performed using the already optimized classification algorithm (JNCI, 2007) and
assigned as VeriStrat+ (good) or VeriStrat- (bad) and detected by Matrix Assisted Laser-
Desorption lonization Time of Flight Mass Spectrometry (MALDI ToF MS).

Results: The correlation between the response to 1% line chemotherapy and the spectra
obtained before 2"%/3™ line EGFR-TKIs was analysed. Fifty four pts (66.7%) were
classified as VeriStrat+: 18 (33%) were stable, 9 (16%) progressed and 27 (50%)
responded. Twenty four pts (29.6%) were VeriStrat-: 8 (33.3%) were stable, 8 (33.3%)
progressed and 8 (33.3%) responded. Three pts (3.7%) had an undefined profile: 2 with
stable and 1 with progressive disease. No association was observed between
proteomic profiles and response to 1% line chemotherapy (v2 square test 0.170).

Conclusions: This study suggests that response to 1% line of chemotherapy is not
associated with proteomic profile, predictive for EGFR-TKIs therapy.

278P | COMPARISON OF THE EFFICACY BETWEEN
CHEMOTHERAPY AND GEFITINIB AS 1ST LINE SETTING IN
PATIENTS WITH EGFR MUTATION POSITIVE NSCLC
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Osaka/JAPAN, *Department of Respiratory Oncology, Saitama Medical University
International Medical Center, Saitama/JAPAN, “Department of Medicine and
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Background: Somatic epidermal growth factor receptor (EGFR) mutations correlate
with clinical response and prolonged survival in patients (pts) with non-small cell lung
cancer (NSCLC) treated with EGFR tyrosine kinase inhibitors. However, clinical
outcome of chemotherapy (C) for EGFR mutation positive pts have not fully

viiito4 | abstracts

Annals of Oncology

investigated. We compared the efficacy of C with that of gefitinib (G) in pts with
advanced NSCLC harboring EGFR mutations as 1st line setting.

Methods: We compared response rate, progression-free survival (PFS) and overall
survival (OS) between group C and G based on the combined data from seven
prospective phase Il trials of (G) for EGFR positive NSCLC pts conducted in Japan.

Results: A total of 148 (C/G: 61/87) pts were combined from the seven trials. Baseline
characteristics: mean age 61.3/65.5 years (range 33-79/33-89), female 62.3%/73.6%,
adenocarcinoma 95.1%/97.7%, PS (0-1) 93.5%/80.4%, stage 111B 18.3%/9.3%, IV
61.7%/60.5%, recurrent 20.0%/30.2%, non-smoker 60.7%/78.2%. Overall response rate
of G wasssignificantly better than C (79.3% v 24.6%; p <0.001). G had significantly longer
PFS than C (median 10.7 v 6.0 months, respectively; p <0.001). Cox regression analysis
supported this significant efficacy. Although median OS was estimated as 27.7 for G v
25.7 months for C, respectively, these results should be interpreted with caution.

Conclusions: This is the largest analysis of EGFR positive pts and demonstrates that G
yields a significantly increased response rate and enhanced PFS when compared with C
as 1st line treatment in this selected population.

SOMATIC K-RAS MUTATIONS PREDICT RESISTANCE TO
GEFITINIB AND ERLOTINIB IN NSCLC: A META-ANALYSIS
FROM A COMPREHENSIVE EGFR SOMATIC MUTATION
DATABASE

H. Linardou?, I. Dahabreh?, D. Bafaloukos®, P. Kosmidis®, S. Murray*
11st Oncology, Metropolitan Hospital, Athens/GREECE, ?Medical School,
National University of Athens, Athens/GREECE, *2nd Oncology, Hygeia
Hospital, Athens/GREECE, “Molecular Biology and Genetics, Metropolitan
Hospital, Athens/GREECE

Background: Somatic mutations of EGFR (s-EGFR-m) in patients with NSCLC have
been evaluated as a predictive factor of response to tyrosine kinase inhibitors (TKISs).
Similarly, the presence of somatic mutations of the k-RAS oncogene (s-RAS-m; codons
12 & 13) has been classified as a ‘de novo’ resistance mechanism. Mutual exclusivity of
these mutations allows for clear patient stratification once their predictive powers have
been adequately investigated. We investigated the negative predictive power of s-RAS-
m in NSCLC treated with anti-EGFR TKIs.

Methods: A computerized search of MEDLINE (01/01/04-31/03/08) was performed to
identify articles pertaining to s-EGFR-m, &/or s-RAS-m in TKI treated NSCLC. Using
the SM-EGFR-DB (www.somaticutations-EGFR.org) we identified studies reporting
on the association between mutations and response to anti-EGFR TKiIs. Eligible
studies: single agent TKI of unselected advanced NSCLC.

Statistics: between-study heterogeneity (12 statistic); positive and negative likelihood
ratios (+LR and -LR) were pooled using random effects models.

Results: From 162 identified studies, 10 (512 patients; 77 with somatic mutations) were
considered eligible. No evidence of between-study inconsistency (1= 0%) was evident. The
presence of any k-RAS mutation was significantly correlated with lack of

response (resistance) to TKIs in NSCLC (+LR=3.97; 95% ClI, 1.64-9.57 and —~LR=0.85; 95%
Cl, 0.77-0.94). Ethnicity did not alter this association: non-Asians (7 studies, +LR=3.07;
95% Cl, 1.08-8.75 and —LR=0.81; 95% ClI, 0.66-1.0); Asians (3 studies, +LR=7.35; 95% ClI,
1.45-37.28 and —-LR=0.87; 95% Cl, 0.81-0.94); test for interaction p-value>0.1.

Conclusions: This analysis provides empirical evidence that s-RAS-m are negative
predictors of response (‘de novo’ resistance) to single agent anti-EGFR TKI’s in
advanced NSCLC. Coupled with data showing that mutually exclusive s-EGFR-m are
predictive of response indicate that stratification using these 2 molecular markers
may lead to improvements in patients care. Further studies investigating patient
stratification based on such molecular profiling will be necessary for this class of
agents.

SOMATIC EGFR MUTATIONS AND GENE AMPLIFICATION
PREDICT RESPONSE TO GEFITINIB OR ERLOTINIB IN
NSCLC: A META-ANALYSIS BASED ON A COMPREHENSIVE
EGFR SOMATIC MUTATION DATABASE

. Dahabreh?, H. Linardou?, P. Kosmidis®, D. Bafaloukos?, S. Murray*
IMedical School, National University of Athens, Athens/GREECE, 21st
Oncology, Metropolitan Hospital, Athens/GREECE, 32nd Oncology, Hygeia
Hospital, Athens/GREECE, “Molecular Pathology and Translational Oncology,
Metropolitan Hospital, Athens/GREECE

Background: Following the discovery of somatic EGFR mutations (s-EGFR-m)
correlating with TKI responses, gene amplification (g-EGFR-Amp) of EGFR has also
been suggested as a potential predictive factor of response to TKiIs.

Methods: Using an updated version of the SM-EGFR-DB
(www.somaticmutations.org-DBv2) we identified studies reporting on the association
between a: g-EGFR-Amp (FISH, CISH or qPRC) and b: s-EGFR-m and response to
anti-EGFR TKIs. Between-study heterogeneity was assessed with the 12 statistic;
positive and negative likelihood ratios (+LR and -LR) were poooled using random
effects models to provide more conservative estimates.
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Results: Out of 265 studies reporting on EGFR mutation or amplification in NSCLC, 14
(904 patients; 344 g-EGFR-Amp®) and 41 studies (1,964 patients; 641 s-EGFR-m?) were
considered eligible. No evidence of extreme between-study inconsistency was evident
(1><75% for all comparisons). s-EGFR-m? (+LR=4.49; 95% Cl, 3.50-5.77 and -LR=0.34;
95% Cl, 0.28-0.41) and g-EGFR-Amp' (+LR=1.84; 95% Cl, 1.50-2.27

and -LR=0.66; 95% Cl, 0.50-0.88) were both predictive of response to EGFR TKIs, with
s-EGFR-m? appearing to be a better predictive marker. Neither patient ethnicity nor the
method of analysis for g-EGFR-Amp® influenced this result. Similarly, for s-EGFR-m?,
neither ethnicity nor study TKI (erlotinib versus gefitinib) altered the association.

Conclusions: This analysis provides large-scale empirical evidence that g-EGFR-Amp
and s-EGFR-m are predictive of response to TKIs in advanced NSCLC. Overall,
s-EGFR-m? appear to be a better predictive marker. We encourage a consortium effort
to a meta-analysis of patient-level data that would provide a thorough evaluation of
the interaction of clinico-pathological characteristics, mutational status and treatment
efficacy. Such an analysis would also allow separation of g-EGFR-Amp from s-EGFR-m
effect and the possible negative influence of s-RAS-m (somatic k-RAS mutations)
allowing for more accurate patient stratification.

281P | MYC AND EIF3H CO-AMPLIFICATION SIGNIFICANTLY
IMPROVE RESPONSE AND SURVIVAL OF NON-SMALL CELL
LUNG CANCER PATIENTS (NSCLC) TREATED WITH
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Background: Human chromosome 8 often suffers genetic damage in lung cancer,
including amplification of the MYC oncogene at 8q24.21. The gene for eukaryotic
translation initiation factor 3, subunit H (EIF3H), also located within 8q24, is
amplified in cancer, but data on EIF3H in lung cancer are lacking. MYC is a negative
prognostic factor and MYC amplification seems to increase sensitivity to trastuzumab
(Herceptin™), a monoclonal antibody against HER2, a member of the EGFR family.
In this study we investigated if EIF3H was amplified, and whether MYC and/or EIF3H
genomic gain affected response to EGFR tyrosine kinase inhibitors in NSCLC.

Methods: Metastatic NSCLC patients (N=54) treated with gefitinib were analyzed for
EIF3H and MYC genes by FISH, using a custom-designed 3-color DNA probe set.

Results: Amplification of EIF3H (ratio EIF3H/CEP8 > 2), was observed in 10 cases
(18.5%), and MYC was co-amplified in all. MYC amplification without co-
amplification of EIF3H was observed in 2 cases (3.7%). Response to gefitinib therapy
was higher in MYC amplified than in non-amplified patients (25% versus 14%, p=0.4)
and in EIF3H amplified versus non amplified (30% versus 14%, p=0.3). In order to
investigate whether this trend for higher response was due to chance or reflected

a significant biological difference, a Receiver Operating Characteristic (ROC) analysis
was conducted to identify the cut-off for MYC and EIF3H copy number that best
discriminated sensitive and resistant patient populations. MYC FISH positive patients
(mean >2.79) had significantly higher response rate (RR: 31% versus 0%, p=0.003),
significantly longer time to progression (TTP: 4.4 versus 2.6 months, p=0.01) and
survival (0S:13.8 versus 6.4 months, p=0.02) than MYC FISH negative patients (mean
<2.79). EIF3H FISH positive patients (mean >2.75) had significantly higher RR (32%
versus 0%, p=0.002), significantly longer TTP (4.4 versus 2.7 months, p=0.01) and OS
(17.8 versus 6.4 months, p=0.01) than EIF3H FISH negative patients (mean <2.75).

Conclusions: MYC and EIF3H are frequently co-amplified in NSCLC and increase
sensitivity to gefitinib therapy. Prospective validation of these findings is warranted.

PREDICTIVE AND PROGNOSTIC SIGNIFICANCE OF
SOMATIC MUTATIONS IN THE TYROSINE KINASE (TK)
DOMAIN OF EGFR IN NSCLC PATIENTS TREATED WITH
SINGLE AGENT GEFITINIB: A SYSTEMATIC REVIEW AND
META-ANALYSIS

S. Murray*, E. Evangelou?, H. Linardou®, P. Kosmidis*, D. Bafaloukos®,

J. loannidis®

IMolecular Pathology and Translational Oncology, Metropolitan Hospital,
Athens/GREECE, Biology and Medicine, University of Lausanne, Lausanne/
SWITZERLAND, ®1st Oncology, Metropolitan Hospital, Athens/GREECE, “2nd
Oncology, Hygeia Hospital, Athens/GREECE, ®Hygiene and Epidemiology,
University of loannina, loannina/GREECE

Background: The presence of somatic mutations of EGFR (epidermal growth factor
receptor, s-EGFR-m) in patients with NSCLC has been evaluated as a potential
predictive factor of response to tyrosine kinase inhibitors (TKIs).

Methods: We performed a computerized search of MEDLINE to identify all
published articles from 1t January 2004 — 30™ June 2007 dealing with the
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association between s-EGFR-m and response to the anti-EGFR TKI, gefitinib
(GEF). Study eligibility: treatment (single agent TKI) of unselected patients with
advanced NSCLC. Between-study heterogeneity was assessed with the 12 statistic;
small study effects were assessed using Begg's and Egger’s tests. Both fixed and
random effects models were considered for the estimation of the sumamry effects.
Data on DFS (disease free survival) and OS (overall survival) were extracted and
tabulated. Fixed and random effects meta-analyses were used to combine data.
Results are presented in accordance with QUOROM guidelines.

Results: Of 202 studies 30 were considered eligible. Corresponding authors were
contacted for completeness of information where necessary. Finally 22 (n of
patients=929) and 18 (n of patients=552) trials were included in this interim analysis
for estimation of the summary relative risk in DFS and OS. Random effects analysis
showed DFS superior for s-EGFR-m treated patients (Summary relative risk (RR),
0.38; 95% ClI, 0.28 to 0.49) compared to wild type. Superiority was also observed for
OS (RR: 0.39; 95% ClI, 0.30 to 0.49). Modest heterogeneity was observed in both
cases (1?=45% and 31% respectively). Adjustment for ethnicity did not alter these
associations.

Conclusions: This analysis provides large-scale empirical evidence that s-EGFR-m are
predictive of response to GEF in advanced NSCLC. Benefits in DFS and OS are seen
when GEF is given as single agent when patients are stratified for sS-EGFR-m. These
results support the notion that stratification based on EGFR mutational status in
NSCLC could lead to improvements in DFS and OS for patients unfit for conventional
chemotherapy. Importantly the mutational effect appears to be independent of
ethnicity.

MOLECULAR PROFILING OF THE EPIDERMAL GROWTH
FACTOR RECEPTOR (EGFR) PATHWAY IN THE
MANAGEMENT OF ADVANCED NON-SMALL CELL LUNG
CANCER (NSCLC) PATIENTS (PTS)

C. Nuzzo?, I. Sperduti?, A. Marchetti®, A.M. cianciulli4, M. Mottolese®, F. buttitta®,
P. Visca’, F.L. Cecere®, F. Cognetti®, M. Milella®

Medical Oncology, Regina Elena National Cancer Institute, rome/ITALY,
“Biostatistics, Regina Elena Cancer Institute, Rome/ITALY, *Molecular
Pathology, University of Chieti, Chieti/ITALY, “Molecular Pathology, regina elena
cancer institute, rome/ITALY, ®Pathology, Regina Elena Cancer Institute, Rome/
ITALY, ®Molecular Pathology, University of chieti, chieti/ITALY, 7Pathology,
Regina Elena National Cancer Institute, Roma/ITALY, Division Medical
Oncology A, IFO-Regina Elena National, Rome/ITALY, ®Medical Oncology,
Regina Elena National Cancer Institute, Roma/ITALY

Molecular alterations along the EGFR pathway have been proposed to be the major
determinant of clinical outcome in response to EGFR tyrosine kinase inhibitors
(TKI) in NSCLC pts. However, their potential impact on response to chemotherapy
(CHT) and their optimal use for the prospective identification of TKI-sensitive pts
is currently under debate. Advanced NSCLC pts (n=188) were screened for EGFR
and KRAS gene mutations, EGFR gene copy number and protein expression, HER-2
and phosphorylated AKT (pAKT) expression. Correlation between molecular
alterations and clinical outcome (ORR, PFS, and OS) were explored retrospectively
for I-line CHT (n=141) and prospectively for EGFR TKI (gefitinib or erlotinib,
n=98) treatment. Multiple correspondence analysis demonstrated that high
EGFR/pAKT expression, high HER-2 expression, and KRAS mutations were

closely associated, as, expectedly, were female sex, no smoking history, and EGFR
mutations. Histology, EGFR mutation, and pAKT were independent predictors of
response to I-line CHT, whereas pAKT and HER-2 expression were the only
independent predictors of PFS and OS. Upon progression pts were prospectively
assigned to TKI treatment according to one of the following groups: 1) mutated
EGFR (n=12); 2) highly polysomic or amplified (n=18); 3) EGFR and/or pAKT
positive (n=41); 4) Adk/BAC and no smoking history (n=15). Disease control rate
was highest in groups 1 and 4 (>50%) and lowest in group 3 (<20%) (p=0.02).
Patients selected by EGFR mutation or clinical parameters (groups 1 and 4), had

a significantly better outcome in terms of both PFS and OS (p= 0.02 and p= 0.01,
respectively). The impact of sex, smoking history, EGFR/KRAS mutation, and pAKT
on survival outcomes in response to TKI was confirmed by multivariate analysis
performed in the intention-to-treat population (n=98). EGFR pathway alterations
significantly impact on outcome following 1%*-line CHT for advanced NSCLC.
Selection of patients based on either EGFR mutation or clinical characteristics seems to
be the most effective way to optimize TKI treatment.
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284P | EGFR/KRAS-GERMLINE MUTATION ANALYSES IN
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC)
PATIENTS TREATED WITH GEFITINIB/ERLOTINIB

C. Tibaldi*, E. Giovannetti?, E. Vasile®, D. Torti*, M.I. Gallegos-Ruiz*, S. Nannizzi?,
M. Del Tacca?, G.J. Peters®, A. Falcone®, R. Danesi?

10ncology, Azienda USL 6, Livorno/ITALY, 2Internal Medicine, University of Pisa,
Pisa/ITALY, 3De‘Pt. of Oncology, Azienda USL6 of Livorno and University of Pisa,
Livorno/ITALY, “Medical Oncology, VU University Medical Center, Amsterdam/
NETHERLANDS, ®Dept. of Oncology, Azienda USL6 of Livorno and University of
Pisa, Livorno/ITALY

Background: Approximately 10% of NSCLC respond positively to treatment with
tyrosine kinase inhibitors (TKIs) gefitinib/erlotinib. Molecular analyses identified
specific somatic mutations, such as deletion within exon 19 and aminoacid substitution
at codon 858 of exon 21, in the kinase domain of EGFR, in about 80% of responsive
patients. On the contrary, a specific somatic mutation in exon 20 of EGFR (T790M),
and KRAS mutations in exon 2 were reported to be important predictors of resistance
to TKis. A few data about EGFR/KRAS-germline mutations, in advanced NSCLC
patients treated with TKIs, have been reported.

Patients and methods: EGFR and KRAS sequencing analysis of DNA from peripheral
blood mononuclear cells of a cohort of 38 advanced NSCLC patients treated with
TKIs was performed. Patient characteristics: 22 male and 16 women; 5 stage 111B and 33
stage 1V; 14 PS 0, 18 PS1, 6 PS2; median age 69 years (range 44-86); 10
adenocarcinoma, 8 bronchioloalveolar carcinoma, 9 squamous, 6 NSCLC, 5
undifferentiated carcinoma; 19 never smokers, 19 previous/current smokers; Seven pts
(18.4%) had a PR to TKIs, 12 pts a SD longer than 6 months, 3 pts a SD shorter than
6 months, 16 pts a PD.

Results:No KRAS mutations were identified whereas 2 out of 38 pts were carriers of
T790M-EGFR mutation in exon 20. These two patients were sisters, never smokers,
affected by undifferentiated carcinoma and responders to TKIs; in 1 of these patients
there was sufficient tumour tissue to demonstrate a somatic mutation in exon 19.

Conclusion: These observations confirm previous reports about the association of
EGFR T790M germline mutation and the susceptibility to NSCLC, and suggest that
EGFR somatic activating mutations, that confer sensibility to TKIs, may occur in
germline mutated patients and that a linkage between resistant and activating
mutations in EGFR could be supposed.

NEW SENSITIVE METHODS TO DETECT EGFR GENE
MUTATIONS IN LUNG CANCER SPECIMENS, STRUCTURE-
SPECIFIC FLAP ENDONUCLEASE BASED METHOD;
COMPARISON WITH DIRECT SEQUENCING

K. Naoki*, H. Okamoto?, K. Soejima®, I. Nakachi®, T. Fuji*, N. Hida*, S.
Tsujimura®, H. Kunikane?, A. Ishizaka®, K. Watanabe®

Respiratory Department, Yokohama Municipal Citizen\'s Hospital, Yokohama/
JAPAN, Respiratory Department, Yokohama Municipal Citizen\'s Hospital,
yokohama/JAPAN, “Respiratory Department, Keio University, tokyo/JAPAN,
“Respiratory Department, Yokohama Municipal Citizen’s Hospital, Yokohama/
JAPAN, SRespiratory Department, Yokohama Municipal Citizen’s Hospital,
Yokohama/JAPAN

Background: Somatic mutations in the tyrosine kinase (TK) domain of the EGFR gene
are associated with clinical response to TK inhibitors in patients with non-small

cell lung cancer (NSCLC). A sensitive assay to detect such mutations using small
clinical specimens is really needed.

Methods: Known EGFR mutations (exon 19 to 21) were analyzed with PCR-Invader
method (Mutation Research 2005: 103-110); briefly the method uses structure-specific
flap endonuclease to cleave three-dimensional complex formed by allele-specific
overlapping oligonucleotide to target DNA containing mutations. DNA from archived
specimens (paraffin-embedded or pleural effusions) obtained by surgery (n=11),
transbronchial lung biopsy (TBLB) (n=9), lymph node biopsy (n=5), and
thoracocentesis (n=2), were analyzed. In cases with gefitinib treatment, relationship
between the responses and EGFR gene mutations were evaluated.

Results: In total, 27 samples from 20 NSCLC patients were investigated (more than two
different specimens from six patients). In 55% of patients (11/20) and 56% of samples
(15/27), EGFR gene mutations (exon 19 del in six cases, L858R in four cases, and
L861Q in one case) were identified with PCR-Invader method. In the samples obtained
from the same patients at different sites and different time, EGFR mutations were
coincident (EGFR mutations were found in all the 7 samples from 3 patients, but none
of 6 samples from 3 cases). Nine patients with EGFR mutations were treated with
gefitinib. Median progression free survival was eight months and response rate (RR)
was 78% (7/9). Three EGFR mutation negative patients were treated with gefitinib, but
failed within 2 to 4 weeks with 0% RR. Direct sequencing could only detected

EGFR mutations in 30% (6/20) of patients and in 22% (6/27) of samples. None of the
known mutations were missed by PCR invader method.

Conclusions: PCR-Invader method effectively detected EGFR mutations with clinical
lung cancer specimens compared with direct sequencing. Because this method can
utilize archived small paraffin specimens, it can be easily applicable in the clinical
settings.
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GEFITINIB PROVIDES AN BENEFICIAL TREATMENT TO
POOR PS OR SUPER-ELDERLY PATIENTS WITH EGFR
MUTATION-POSITIVE NSCLC (NORTH-EAST JAPAN
GEFITINIB STUDY GROUP)

A. Inoue?, K. Kobayashi?, K. Usui®, M. Maemondo®, M. Ando®, A. Gemma®,
S. Morita’, T. Nukiwa®, S. Okinaga®, K. Hagiwara™®

Department of Respiratory Oncology and Molecular Medicine, Institute of
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2Department of Respiratory Oncology, Saitama Medical University International
Medical Center, Saitama/JAPAN, ®Department of Respiratory Medicine, Kanto
Medical Center NTT-EC, Tokyo/JAPAN, “Department of Respiratory Medicine,
Miyagi Cancer Center, Natori/JAPAN, ®Clinical Epidemiology, Kyoto University
Health Service, Kyoto/JAPAN, &, Nippon Medical School Main Hospital, Tokyo/
JAPAN, "Department of Clinical Trial Design and Management, Translational
Research Center, Kyoto University Hospital, Kyoto/JAPAN, ®Department of
Respiratory Oncology and Molecular Medicine, Institute of Development, Aging,
and Cancer, Tohoku University, Sendai/JAPAN, °Respiratory Medicine,
Kesennuma Hospital, Kesennuma/JAPAN, 10Respiratory Medicine, Saitama
Medical University, Saitama/JAPAN

Background: We had previously reported several phase Il studies for patients (pts)
with advanced non-small cell lung cancer (NSCLC) harboring epidermal growth factor
receptor (EGFR) mutations (J Clin Oncol 24;3340,2006, etc.), where pts with good
perfomance status (PS) were eligible. Since the efficacy and safety of gefitinib for EGFR
mutation-positive NSCLC pts with poor PS was still unknown, this phase Il study was
conducted.

Methods: Chemotherapy-naive advanced NSCLC pts with poor PS harboring EGFR
mutations examined by the PNA-LNA PCR clamp method (Cancer Res 65;7276,2005)
were enrolled and received gefitinib (250 mg/day) alone. The primary endpoint of this
study was overall response rate (ORR), and secondary endpoints were progression-free
survival (PFS), overall survival, PS improvement rate and toxicity profile. Sample size
was decided to be > 25 pts to show the lower limit of 90% confidence interval (ClI) >
50% of each of ORR and PS improvement rate.

Results: Between February 2006 and May 2007, 30 pts were enrolled and 29 pts were
treated with gefitinib (PS 3-4:22 pts, PS 1-2 and over 80 years old:7 pts; 7 males/22
females; median age:72; adenocarcinoma:27 pts; Stage 1V:27 pts; exon 19 del:18 pts,
L858R:10 pts and L861Q:1 pts). The ORR was 66% (90% CI, 51 to 80) and PS
improvement rate was 79% (90% Cl, 63 to 91). Especially, 65% of pts with PS 3-4 at
baseline improved to PS 0-1 during the treatment. The median PFS and median
survival time (MST) were 9.3 months and 17.8 months, respectively. Meanwhile, the
MST of off-protocol poor PS pts (n=31) without EGFR mutations was 3.5 months. No
treatment-related death was observed in this study.

Conclusions: This is the first prospective study suggesting that gefitinib is highly
effective for advanced NSCLC pts harboring EGFR mutations even in those with
extremely poor PS. The examination of EGFR mutations is strongly recommended for
such pts because some of them may be salvaged by EGFR tyrosine kinase inhibitors
instead of best supportive care alone.

287P | DIFFERENCE IN SKIN TOXICITY INCIDENCE BETWEEN
ERLOTINIB (E) AND GEFITINIB (G) IN THE TREATMENT OF
ADVANCED NON-SMALL-CELL LUNG CANCER (NSCLC)

F. Grossi, C. Defferrari, A. Brianti, M.G. Dal Bello, G. Catania, P. Pronzato
Medical Oncology, National Institute for Cancer Research, Genova/ITALY

Background: Cutaneous toxicities are common and reversible adverse effects of EGFR
tyrosine kinase inhibitors (TKI). In the two large randomized trials of E (Shepherd F et
al, NEJM 2005) and G (Thatcher N et al, Lancet 2005) vs. placebo in pretreated NSCLC
patients (pts), the incidence of skin rash toxicity reported for the two drugs was
different: skin rash toxicity of all grades (gr) was observed in 76 and 37%, while gr 3-4
in 9 and 2% of pts treated with E and G, respectively. Aim of this study was to
assess the incidence of the most common toxicities in a cohort of NSCLC pts treated
with E or G in the same time span and evaluated by the same medical staff at our
Institute.

Patients and Methods: Overall, 47 pts with advanced NSCLC treated with oral
EGFR TKI between May 2005 and July 2006 were included: 16 pts received E, 16 pt G,
15 pts were treated with G followed by E at progression. E was administered at 150 mg
daily in the open-label TRUST study. Patients not eligible for the TRUST study
were given G (250 mg daily) in a compassionate-use program. Toxicity was graded
according to the Common Toxicity Criteria version 3.0.

Results: Toxicities (all gr, gr 3-4) for E vs G included: acneiform rash (64 vs 25%, 13 vs
0%), rash/desquamation (83 vs 19%, 12 vs 0%), pruritus (38 vs 16%, 6 vs 0%), dry
skin (48 vs 32%, 3 vs 0%), nail changes (15 vs 6%, 3 vs 0%), diarrhea (54 vs 19%).
When pts were treated with E followed by G, worse grade toxicities (all gr, gr 3-4) were:
acneiform rash (93 vs 20%, 27 vs 0%), rash/desquamation (100 vs 20%, 20 vs 0%),
pruritus (41 vs 13%, 7 vs 0%), dry skin (54 vs 27%, 7 vs 0%), nail changes (27 vs 7%, 7
vs 0%), diarrhea (gr 1-2, 53 vs 7%). Ten (32%) pts treated with E received antibiotics
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therapy for skin toxicity vs 1 (3%) pt treated with G. Response rate was similar for
both drugs: 6% partial response (PR) and 26% stable disease (SD) for E vs 10% PR and
29% SD for G treatment.

Conclusions: Our data confirm the observation that there are less cutaneous

adverse effects with G compared to E. This finding is also confirmed in patients treated
with G at progression after E. Such a difference may be related with the higher
biological dose of E compared to G.

PREDICTORS OF GEFITINIB ANTITUMOR ACTIVITY AND
SURVIVAL BENEFIT IN EAST ASIAN CHEMONAIVE PATIENTS
WITH ADVANCED OR RECURRENT NON-SMALL CELL LUNG
CANCER

C. Yang', G. Chang?, C. Tsai®, H. Kuo*

Department of Oncology, National Taiwan University Hospital, National Taiwan
University Hospital/TAIWAN, 2Department of Internal Medicine, Taichung
Veterans General Hospital, Taichung Veterans General Hospital/TAIWAN,
SChest Department, Taipei Veterans General Hospital, Taipei Veterans General
Hospital/ TAIWAN, “Department of Thoracic Medicine, Chang Gung Memorial
Hospital, Chang Gung Memorial Hospital/TAIWAN

Background: Rapid and dramatic response is observed in a subset of East Asian
patients treated with gefitinib in clinical practice. Although a strong correlation
between response and epidermal growth factor receptor gene mutation was reported. A
faster and more economic method to select appropriate patients by clinicopathologic
or laboratory predictors is needed.

Methods: Between Nov 2002 and Jun 2007, medical charts of 203 patients with
advanced or recurrent non-small cell lung cancer treated with gefitinib monotherapy at
4 major medical centers in Taiwan were retrospectively reviewed. Tumor response,
survival, clinicopathologic and laboratory data were collected. Multivariate analyses
were performed to identify factors that independently predict for response and survival
to gefitinib.

Results: At analysis, 152 out of 203 patients (74.9%) had expired, and the median
follow-up duration was 13.2 months (range 10.8-16.8). 90 patients are male (44.3%).
161 patients (79.3%) had adenocarcinoma or bronchioloalveolar carcinoma, and 20
patients (9.9%) had squamous carcinoma. 132 patients (65%) were never smokers. 153
from 199 patients with ECOG performance status data (76.9%) had performance status
0to 2. Among 153 patients had documented tumor response, objective tumor response
was observed in 76 patients (49.7%). The median progression-free survival and overall
survival was 11.0 months (95% CI: 8.1-14.3) and 13.2 months (95% CI: 10.8-16.9)
respectively. One-year survival rate was 48.3%. The only independent predictive factor
associated with higher response was histology (p=0.011). Significant independent
predictive factors associated with longer survival were histology (p=0.019) and ECOG
performance status (p<0.001). None of the laboratory parameters (WBC, LDH, AST
and ALT) was associated with response or survival.

Conclusion: Higher response rate and longer survival to gefitinib were observed in
chemonative patients with adenocarcinoma or bronchioloalveolar carcinoma.

289P | CLINICAL IMPACT OF EXPRESSION OF EGFR, PHOSPHO-
STAT3, P53 AND VEGFR-1 IN RESECTED
ADENOCARCINOMA OF LUNG USING MICROARRAYS

H. Kim*, J.H. Kim?, M.J. Park®, J.H. Han?, J. Lee, Y.H. Park®, J.S. Ahn®,
M.J. Ahn®, Y. Im3, K. Park®

Division of Hematology/oncology, Department of Internal Medicine, Kangnam
Sacred Heart Hospital, Seoul/KOREA, ?Internal Medicine, Hallym University
College of Medicine, Seoul/KOREA, *Division of Hematology/oncology,
Department of Medicine, Samsung Medical Center, Sungkyunkwan University
School of Medicine, Seoul/KOREA, “Department of Pathology, Samsung
Medical Center, Sungkyunkwan University School of Medicine, Seoul/KOREA,
SDivision of Hematology/oncology, Samsung Medical Center, Seoul/KOREA

Purpose: Epidermal Growth Factor Receptor (EGFR) is frequently overexpressed in
non-small cell lung cancer (NSCLC). Signal transducer and activator of transcription 3
(STAT3) is a key downstream pathway of EGFR and plays a major role in
tumorigenesis. We evaluated clinical significance of pSTAT3, EGFR, p53, and vascular
endothelial growth factor receptor (VEGFR) espression in patients with completely
resected adenocarcinoma of lung.

Patients and methods: Expression of EGFR, phospho-STAT3, p53 and VEGFR-1 was
evaluated by immunohistochemical staining of tissue microarrays from 162 cases of
curatively resected adenocarcinoma of lung with clinical characteristics. The
relationships among these proteins were evaluated and the correlation between these
biomarkers and various clinicopathological factors were determined.

Results: Median age of all 162 patients (male: 93; female: 69) was 62 (13-78) years.
Median disease free survival (DFS) was 37.1 months and overall survival (OS) was 67.1
months. Expression of EGFR, p-STAT3, p53 and VEGFR-1 were detected in 70.6%,
30.2%, 34.7% and 46.6%, respectively. Mutant p53 staining was significantly correlated
with VEGFR-1 (P< 0.0001). EGFR expression was significantly associated with pSTAT3
and VEGFR-1, respectively (P<0.0001; P=0.026). EGFR expression was significantly
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associated with poor OS (P=0.028; 75 months vs 59 months). Interestingly, never
smoking patients were associated with low expression levels of p53, EGFR, and
VEGFR-1. Age, smoking, stage, p53 and pSTATS3 staining were identified as
independent prognostic factors by Cox-regression test.

Conclusion: These findings suggest that p53 staining was significantly correlated with
VEGFR-1, and these molecules might play major roles in NSCLC in terms of

clinical relevance in collaboration with p53, pSTAT3 and VEGFR-1. Further studies in
relation to the detailed mechanism among the proteins are to follow.

290P | PHASE /1l STUDY OF DOCETAXEL AND S-1 IN PATIENTS
WITH ADVANCED NON-SMALL CELL LUNG CANCER
(NSCLC): THE TOKYO COOPERATIVE ONCOLOGY GROUP

T. Shimokawa?', A. Gemma?, S. Kudoh?, Y. Takiguchi?, Y. Tada?, K. Yoshimori®,
M. Hino”, A. Yoshimura®, K. Nagao®, H. Niitani®
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Background: Docetaxel (DOC) based regimens have conferred survival benefits in
patients with advanced NSCLC. S-1 is an oral fluoropyrimidine combination
consisting of tegafur, gimeracil and oteracil. We conducted a phase /11 study of
docetaxel and S-1 to determine the dose-limiting toxicity (DLT), maximum- tolerated
dose (MTD), recommended dose (RD), efficacy and safety of the regimen in patients
with advanced NSCLC.

Patients and methods: Patients with histologically or cytologically confirmed
unresectable stage 111B/IV previously untreated, NSCLC (aged ranged from 20 to 75
years old) were eligible. Treatment consisted of intravenous DOC day 1 (Level 1: 50
mg/m2 and Level 2: 60 mg/m2) and S-1 days 1-14 every 3 weeks. The dose of S-1 was
based on body surface area (BSA) <1.25 m2: 40 mg BID, 1.25<BSA<1.50 m2: 50 mg
BID, BSA>1.50 m2: 60 mg BID.

Results: Nine patients took part in the phase | portion of the study. 6 patients on dose
level 1 (1 DLT: S-1 compliance is not greater than 10 days), 3 patients on level 2. No
DLT was noted in 3 patients at a dose 60 mg/m2 of DOC. Therefore 60 patients with at
least one measurable lesion were enrolled in the phase Il portion of the study using
DOC 60 mg/m2. The overall response rate was 30% (18/60) (95% Cl, 19-43%). Sixteen
patients had stable disease. The estimated over all survival was 10.7-16.7 (median 16.0)
months. The most common grade 3/4 adverse events were neutropenia (73.3%) and
anorexia (13.3%).

Conclusion: This regimen showed promising activity with moderate toxicities in
advanced NSCLC.

PHASE 1l STUDY OF COMBINATION CHEMOTHERAPY WITH
S-1 PLUS DOCETAXEL FOR PREVIOUSLY TREATED
PATIENTS WITH NON-SMALL-CELL LUNG CANCER IN A
SECOND OR THIRD LINE REGIMEN

K. Yanagihara®, H. Yasuda?, M. Niimi®, H. Tada®, T. Nishimura®, M. Nakagawa®,
T. Sasaki®, T. Mio®, S. Teramukai®, M. Fukushima®

ranslational Clinical Oncology, Kyoto University, Kyoto/JAPAN, ?Outpatient
Oncology Unit, Kyoto University, Kyoto/JAPAN, *Translational Research Center,
Kyoto University, Kyoto/JAPAN, “Multidisciplinary Cancer Treatment, Kyoto
University, Kyoto/JAPAN

Introduction: Non-small-cell lung cancer (NSCLC) is a leading cause of cancer death
in the world. S-1, a new anticancer agent, has been developed in Japan and is a novel
fluoropyrimidine derivative. Single use of docetaxel (Doc) has been approved as

a standard regimen for NSCLC in second line chemotherapy. However, the effects of
a combinational use of S-1/Doc on clinical response in previously treated patients with
NCSLC have not been reported.

Purpose: To study the effects of combination chemotherapy with S-1/Doc on response
rate (RR), progression free survival (PFS), and toxicity in NSCLC patients treated with
one or two prior regimens who showed progressive disease or relapse after previous
treatments in a phase 11 trial.

Patients and methods: Thirty-eight patients (female/male=15/23, median age: 65 y,,
stage 111B/IV/relapse after operation=10/18/10, and ECOG performance status
0/1=36/2) were enrolled according to eligibility criteria between August 2006 and
December 2007 at the Kyoto University Hospital, Kyoto, Japan. Of 38 patients, 30
patients, 4, and 4 were histologically or cytologically diagnosed as adenocarcinoma,
squamous cell carcinoma, and unclassified NSCLC, respectively. The 38 patients were
treated with S-1 (80mg/m?, day 1-14, oral)/Doc (40mg/m?, day 1, intravenous)
every three weeks. The chemotherapy was continued until progressive disease or
intolerable toxicity. Response was estimated by RECIST. This study was approved by
the Kyoto University Ethical Committee.
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Results: RR was 18.4% (7/38 patients; complete response/partial response/stable
disease/progressive disease = 0/7/25/6). Median PFS was 141 days (95%CI: 119-189
days). Major toxicities equal to or more than grade 3 assessed by CTCAE v3.0 were
neutropenia (19/38, 50.0%), mucositis (4/38, 10.5%), and anorexia (4/38, 10.5%).
Conclusions: S-1/Doc seemed to be effective and feasible for NSCLC in a second or
third line regimen. A phase 111 trial should be performed to compare S-1/Doc with
Doc alone in such patients.

292P | PHASE /Il STUDY OF S-1 PLUS CARBOPLATIN (CBDCA) IN
PATIENTS WITH ADVANCED NON-SMALL CELL LUNG
CANCER (NSCLC)
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Background: S-1 is an oral anticancer agent composed of tegafur, 5-chloro-2,
4-dihydroxypyridine (CDHP) and potassium oxonate. The objective of this study was
to determine the maximum tolerate dose (MTD), the toxicity profile, the
recommended dose (RD), setting of dose-limiting toxicity (DLT) as part of phase I,
and to evaluate the efficacy and safety as part of phase Il.

Patients and methods: Eligibility criteria were unresectable NSCLC; no prior

chemotherapy or radiation therapy; 20-75 years old; performance status (ECOG) 0-1;
adequate main organ functions and written informed consent. S-1 was given orally on
dayl to 14, and CBDCA was infused intravenously on dayl, repeated every 3 weeks.

Results: Age, 37-73 (66); M/F, 20/8; I11/IV, 4/24; Ad/Sq/La/Others, 20/4/3/1. DLTs
occurred in 3/7 at level 3 (AUC6 of CBDCA and 80mg/m? of S1) (treatment delays over
2 weeks due to thrombocytopenia or leukocytopenia). RD was AUC5 of CBDCA and
80mg/m? of S1. Nineteen Pts were treated at the RD. Median number of treatment
cycles was 4. Overall response rate was 36.8% (95% ClI: 16.3-61.6%). Overall survival
was 11.1 months (95% CI: 8.1-15.3 months) and progression free survival was 5.0
months (95% CI: 3.6-6.0 months), respectively. Major hematological toxicity was
thrombocytopenia (grade 3: 47.4%; grade 4: 5.3%). Grade 3/4 non-hematological
toxicities were anorexia, nausea/vomiting, infection and stomatitis.

Conclusion: This regimen showed promising activity and well-tolerated in an
outpatients setting for advanced NSCLC.

293P | PHASE I-1l STUDY OF IRINOTECAN (CPT-11) AND GEFITINIB
IN PATIENTS (PTS) WITH GEFITINIB FAILURE FOR NON-
SMALL CELL LUNG CANCER (NSCLC)

A. Horiike?, F. Ohyanagit, K. Kudo?, E. Miyauchi®, K. Kasahara?, T. Horai*,
)

M. Nishio

Thoracic Oncology Center, Cancer Institute Hospital, Tokyo/JAPAN,
2Department of Respiratory Medicine, Kanazawa University Hospital, Ishikawa/
JAPAN

Background: Currently, there are no effective treatment options for NSCLC after
failure of gefitinib. Pre-clinical studies demonstrated that gefitinib resistant NSCLC
cells were more sensitive to CPT-11 than parental cells, and the combination of CPT-11
and gefitinib had a synergistic effect. We conducted a phase I-11 study to evaluate the
combination of CPT-11 and gefitinib as a therapeutic option in NSCLC patients with
progressive disease after treatment with gefitinib.

Methods: Eligibility criteria included histologically confirmed NSCLC, age 20-74 years,
refractory to or relapsed after gefitinib, one or more prior chemotherapy regimens,
ECOG performance status (PS) 0-2, adequate organ function and informed consent.
Pts were treated with CPT-11 on days 1 and 15, and daily gefitinib from day 2 every 4
weeks. The treatment was continued until disease progression. The Gefitinib dose was
fixed at 250 mg. The starting dose of CPT-11 was 50 mg/m?, and then was escalated in
different pts at 25 mg/m? increments up to 150 mg/m?.

Results: 25 pts were enrolled: Male/female =14/11; Median age = 60 (45-74);
Histology, adeno/non-adeno= 23/2; PS 0-1/2= 19/6; Prior gefitinib response, PR/SD/
PD = 19/2/4. Toxicities and efficacy for each dose level are shown in the table. Dose
limiting toxicities were observed in only 2 pts at level 3, and the full dose of CPT-11
could be combined with the full dose of gefitinib. The disease control rate (DCR) and
response rate (RR) for all 25 pts were 72.0% and 28.0%. For 10 pts at level 5, the DCR
and RR were 80.0% and 60.0%.

Conclusion: In this phase I-11 study, the combination of CPT-11 and gefitinib
appeared effective and well tolerated in patients with NSCLC that had progressed
following prior treatment with gefitinib.
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Level CPT-11  Gefitinib  Number of Pts

2:
(mg/m?)  (mg) Total Grade 3/4  Grade 3/4 DLT PR SD
neutropenia  diarrhea

1 50 250 & 0 0 0 0 2
2 75 250 3 0 0 0 0 1
3 100 250 6 1 2 2 0 4
4 125 250 3 0 0 0 1 2
5 150 250 10 & 0 0 6 2

THE EFFECT OF ALL-TRANS RETINOIC ACID WITH
CHEMOTHERAPY BASED ON PACLITAXEL AND CISPLATIN
AS FIRST LINE TREATMENT OF PATIENTS WITH STAGE IIIB
WITH PLEURAL EFFUSION AND STAGE IV NON-SMALL CELL
LUNG CANCER: A RANDOMIZED, DOUBLE BLIND, PHASE I
TRIAL

0. Arrieta®, T. Ceron?, N. Hernandez Pedro?, M.A. Rios Trejo?, M.A. Alvarez
AvitiaZ, L. Martinez®, H. Gonzalez?, D. Mendoza®, D. Flores?, J. De La Garza?
Medical Oncology, Instituto Nacional de Cancerologia, Mexico city/MEXICO,
2Medical Oncology, Instituto Nacional de Cancerologia, Mexico City/MEXICO,
Pulmonary Oncology, Instituto Nacional de Enfermedades Respiratorias,
Mexico City/MEXICO, “Medical Oncology, Instituto Nacional De Cancerologia,
Mexico City/MEXICO

Background: Retinoic acid (RA) regulates genes related with cellular proliferation
through the retinoic acid receptors RXRs and RARs, specifically all trans retinoic acid
acts through its receptor RAR beta. Phase | and |1 studies suggest that RA could have
a synergic effect combined with cytotoxic chemotherapy in head and neck cancer,
particularly paclitaxel and cisplatin. We conducted a phase Il randomized double blind
clinical trial to determine the effect of all-trans retinoic acid in addition to the
combination of paclitaxel and Cisplatin in patients with advanced non-small cell lung
cancer (NSCLC).

Methods: Between April 2005 and October 2007 patients with NSCLC were included
to receive chemotherapy based on combined Paclitaxel 175 mg/m2 and Cisplatin
80mg/m2 (PC) every 21 days for a maximum of 6 cycles. Patients were randomized to
receive all-trans retinoic acid 20 mg/day (RA/PC) or placebo (P/PC) 1 week before
treatment and after completing 2 cycles. Prior and after two cycles of chemotherapy,
imaging studies were performed.

Results:There were no differences among general characteristics of the patients (age,
gender, performance status, stage [I11B vs IV], histological type) between groups.
The median follow-up of the patients was 8.4 + 0.07 months. Response rate for RA/PC
was 52.7% (95% Cl, 46.2 % to 59.2 %) and for P/PC of 17.5% (95% ClI, 13.7 to 21.3
p< 0.001). The logistic regression analysis adjusted to age and gender showed a greater
response rate for the RA/PC group (p=0.001). Median global survival was 21.29 + 2.8
months vs 12.7 + 1.7 months (p = 0.014) for RA/PC and P/PC, respectively. The
multivariate analysis of survival adjusted to age and performance status showed
significant differences in favor of the RA/PC group (p=0.043). No significant
differences in toxicity were found between groups except for hypertrigliceridemia, 25%
vs 5% in RA/PC (p= 0.001).

Conclusions:All-trans retinoic acid has an additive effect in the response rate of
patients treated with PC in metastatic NSCLC. A phase 111 clinical trial should be
performed to confirm these findings.

IMPACT OF Bl 2536, A NOVEL PLK1 INHIBITOR, ON DISEASE
PROGRESSION AND QUALITY OF LIFE PARAMETERS IN
PATIENTS WITH RELAPSED NON-SMALL-CELL LUNG
CANCER: RESULTS OF A RANDOMIZED PHASE Il TRIAL

M. Sebastian®, M. Reck?, W. Digel®, C. Kortsik*, M. Thomas®, N. Frickhofen®,
M. Schuler”, B. Gaschler-Markefski®, G. Hanft®, J. von Pawel*®

Il Med. Klinik, Universitatsklinik Mainz, Mainz/GERMANY, Thoracic Oncology,
Hospital Grosshansdorf, Grosshansdorf/GERMANY, *Department of Internal
Medicine I, University Freiburg, Freiburg/GERMANY, “Department of Internal
Medicine I, KKM, St. Hildegardis-Hospital, Mainz GERMANY, 5Department of
Internal Medicine-thoracic Oncology, Clinic for Thoracic Diseases/University of
Heidelberg, Heidelberg/GERMANY, ®Oncology, HSK, Wiesbaden/GERMANY,
“Innere Klinik Und Poliklinik (tumorforschung), University of Essen, Essen/
GERMANY, 8Department of Drug Metabolism and Pharmacokinetics,
Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach/GERMANY, 9Clinical
Research, Boehringer Ingelheim Pharma GmbH & Co. KG, Biberach/
GERMANY, *°0Oncology, Asklepios Fachkliniken Muenchen-Gauting, Gauting/
GERMANY

Background: Bl 2536 is a novel highly potent, selective inhibitor of Polo-like kinase 1
(PIk1). Favourable tolerability and antitumour activity was shown in Phase | trials. We
investigated efficacy, safety and the effect on quality of life of two dosing schedules of Bl
2536 in patients with relapsed advanced or metastatic non-small-cell lung cancer
(NSCLC).
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Methods: Patients with NSCLC stage 111B/IV and Eastern Cooperative Oncology
Group (ECOG) performance status <2 who had relapsed after 1st- or 2nd-line therapy
were randomized to receive Bl 2536 on Day 1 (200 mg) or Days 1-3 (3x50 mg/3x60
mg) of 21-day treatment courses. Primary endpoint was objective response according
to Response Evaluation Criteria in Solid Tumors (RECIST). Secondary efficacy
endpoints were progression-free and overall survival (PFS and OS). Adverse events
(AEs) were evaluated using Common Terminology Criteria for AEs (CTCAE). The
European Organisation for Research and Treatment of Cancer (EORTC) QLQ-30 and
EORTC OLQ-LC 13 were completed by the patients at every treatment course.
Results: 95 patients were treated. The median OS was 201 days. The most frequently
reported AEs were neutropenia (26%, with CTCAE Grade 4 in 20%), fatigue (31%, no
CTCAE Grade 4, 2% CTCAE Grade 3) and nausea (26%, no CTCAE Grade 4, 2%
CTCAE Grade 3). Febrile neutropenia was reported in one patient.

Day 1 Day 1-3 Day 1-3 Total
schedule, schedule, schedule,
200 mg 3x50 mg 3x60 mg
Number of 48 26 21 95
treated patients
Patients with 2 0 0 2
response by
independent review
Patients with 3 1 0 4
response assessed
by physician
Median PFS 51 (47-93) 49 (40-56) 48 (42-95) 49 (47-82)
(independent review;
95% CI) days
Median PFS 56 (47-93) 77 (45-95) 48 (43-92) 58 (48-85)
(investigator; 95%
CI) days
Median OS 304 (179-443) 244 (180-468) 176 (179-314) 201 (179-317)

(95% CI) days

Median time to
deterioration of
cough*

Median time to
deterioration of
dyspnoea*

Median time to
deterioration
of pain*

96 (47-197) 127 (51-176) 99 (68-176) 99 (74-127)

56 (32-88) 161 (76-196) 74 (32-118) 76 (56-108)

63 (32-108) 93 (49-198) 38 (22-80) 70 (41-93)

*Data from quality of life questionnaire: median and 95% Cl is given.

Conclusion: Preliminary results show moderate efficacy and acceptable safety of Bl
2536 monotherapy in relapsed NSCLC. The effect on quality of life was moderate. The
results of this trial provide evidence for PIk1 as a therapeutic target for patients with
NSCLC and support investigation in further cancer types.

296P | ACTIVITY OF PATUPILONE IN ADVANCED OR METASTATIC
NON-SMALL CELL LUNG CANCER (NSCLC): A PHASE Il
STUDY

P. Zatloukal*, A. Mellemgaard?, J.M. Sanchez®, M.C. Perry*, J.T. Hamm®,
J. Van Meerbeeck®, J.J. DeLeo’, B. Gao®, A.R. Johri®, E. Felip'®

Dept. Pneumology, Charles University, Faculty Hospital Bulovka, Budinova 2,
Prague 8/CZECH REPUBLIC, 2Dept of Oncology, Herlev Hospital, Herlev/
DENMARK, *Catalan Institute of Oncology, Hospital Germans Trias i Pujol,
Barcelona/SPAIN, “Hematology and Medical Oncology, Ellis Fischel Cancer
Center, Columbia/UNITED STATES OF AMERICA, *Medical Oncologist, Norton
Cancer Institute, Louisville/lUNITED STATES OF AMERICA, ®Dpt of Thoracic
Oncology, University Hospital, Gent/BELGIUM, “Oncology Clinical Research,
Novartis Pharmeceuticals Corporation, Florham Park/UNITED STATES OF
AMERICA, 80ncology B&sr, Novartis Pharmaceuticals Corporation, Florham
Park/UNITED STATES OF AMERICA, °Oncology Clinical Research, Novartis
Pharmaceuticals Corporation, Florham Park/UNITED STATES OF AMERICA,
O\edical Oncology, Vall d*Hebron University Hospital, Barcelona/SPAIN

Background: The prognosis of inoperable, advanced NSCLC remains poor with 5-year
survival rates being less than 5% following combination chemotherapy. Patupilone,
a novel epothilone, is a microtubule stabilizing agent showing clinical activity in pts
with a wide range of tumors, including those with brain metastases (BM) and taxane-
resistant tumors.

Methods: This open-label, multi-center, Phase 1l study used a Simon 2-stage (St)
design to evaluate the efficacy and safety of patupilone for patients (pts) with locally
advanced or metastatic NSCLC and post-chemotherapy progression. Eligible pts
received patupilone 10 mg/m? IV over 20 mins once every 3 wks. Response rate and
time to progression were assessed by CT scan every 6 wks (RECIST criteria). Criteria to
proceed to St 2 were responses in 2/21 pts. A separate cohort of 4 pts with documented
BM was also treated.
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Results: Between Sep 2005 and Nov 2007 39 pts were enrolled. Preliminary data from the
39 pts enrolled (St I: 22; St 11: 13; and BM: 4) are presented. Median age was 63 years
(range: 44-77); 70% were male. The median number of cycles was 3 (range: 1-10).
Regardless of relationship, the most common adverse events (AEs) were diarrhea
77%, vomiting 28%, abdominal pain 28%, and asthenia 26%; and the most frequent G3/
4 AEs were diarrhea 31%, dehydration 8%, dyspnea 8%, pneumonia 8% and abdominal
pain 5%. There were no G3/4 hematological toxicities reported. Preliminary efficacy data
were available for 24 pts (21 St 1, 3 BM): 3 PR, 6 SD, and 15 PD. Median time to
progression: 2.6 months (95% Cl, 1.8, 3.9). Efficacy data on 15 pts will be updated.

Conclusion: St | criteria of 2 documented responses (CR, PR) in 22 pts were met to
proceed to St 2. Patupilone at an IV dose of 10 mg/m? once every 3 wks shows an
acceptable safety profile with preliminary results suggesting evidence of anti-tumor
activity in pretreated pts with locally advanced or metastatic NSCLC.

SUNITINIB MALATE AS MAINTENANCE THERAPY IN
PATIENTS (PTS) WITH LOCALLY ADVANCED OR
METASTATIC NON-SMALL CELL LUNG CANCER (NSCLC): A
PHASE Il STUDY

N. Blais*, R. Page?, J. Hainsworth®, J. Soria®, J. Laskin®, J.T. Hamm®, P. Selaru’,
S.T. Kim’, R. Chao’, R. Gervais®

Hematology and Medical Oncology, CHUM - Hopital Notre-Dame, Montreal/
CANADA, ZOncology, Center for Cancer and Blood Disorders, Fort Worth/UNITED
STATES OF AMERICA, *0Oncology, Sarah Cannon Research Institute, Nashville/
UNITED STATES OF AMERICA, “Oncology, Institut Gustave Roussy, Villejuif/
FRANCE, ®Medical Oncology, BC Cancer Agency, Vancouver/CANADA, *Medical
Oncologist, Norton Cancer Institute, Louisville/UNITED STATES OF AMERICA,
“Global Research and Development, Pfizer, Inc., La Jolla/UNITED STATES OF
AMERICA, ®Pneumology, Oncology Institute *‘F. Baclesse Center ", Caen/FRANCE

Sunitinib malate (SU), an oral, multitargeted tyrosine kinase inhibitor, selectively
inhibits VEGFRs, PDGFRs, KIT, FLT3, CSF-1R and RET. SU is approved for the
treatment of advanced RCC and imatinib-resistant/intolerant GIST. This study
evaluated the efficacy and safety of SU monotherapy in pts with advanced NSCLC
when used as maintenance therapy following standard first-line chemotherapy. In this
open-label, multicenter, phase 11 trial, pts with locally advanced or metastatic NSCLC
(Stage I11B or 1V) were treated with carboplatin (C; AUC=6 mg'min/mL) plus
paclitaxel (P; 175225 mg/m?) for up to 4 cycles followed by SU monotherapy (50 mg/
d in 6-wk cycles: 4 wks on treatment, 2 wks off). Primary endpoint was 1-yr
survival; other endpoints included overall survival (OS), objective response rate, and
safety. 87 pts were enrolled and 84 pts were treated. Patient characteristics include
median age of 60 yr (range: 30-81), 96% of pts with Stage IV disease, 33% with
adenocarcinoma, 23% with squamous cell carcinoma, and 23% with large cell
carcinoma (other histology: 21%). Of the 84 pts, 56 pts (67%) completed 4 cycles of C/
P, and 65 pts were treated with SU for a median duration of 2.6 months (range: <1-20).
Most discontinuations from SU were due to insufficient clinical response (n=37) or
adverse event (AE, n=14). Probability of 1-yr survival was 41% (95% CI: 30, 52) and
median OS was 10.4 months (95% CI: 8.1, 12.5). For pts with response or stable
disease at the end of C/P chemotherapy (n=33), median OS was 11.2 months (95% ClI:
7.6, NR) and 1-yr survival was 48% (95% CI: 30, 64). As of March 2008, 1 pt remains
on SU therapy 20 months post C/P without progression. Most frequently reported
(non-hematologic) grade 3/4 AEs during SU therapy included fatigue/asthenia (24%),
diarrhea (9%), and stomatitis (5%). Most frequent grade 3/4 hematologic lab
abnormalities were neutropenia (13%) and lymphopenia (21%). In summary, these
data suggest that SU 50 mg/day on Schedule 4/2 is tolerable as a maintenance therapy
following C/P in pts with locally advanced or metastatic NSCLC. The relative
efficacy observed in the study warrants further study.

THE IMPACT OF RESPONSE EVALUATION COMMITTEE IN A
PHASE 11l STUDY (V-15-32) OF GEFITINIB VERSUS
DOCETAXEL IN JAPANESE PATIENTS WITH NON-SMALL
CELL LUNG CANCER

R. Leki', M. Kawahara?, H. Watanabe®, Y. Takada®, K. Mori®, T. Yana®,

Y. Nishiwaki’, S. Negoro®, N. Saijo®, M. Fukuoka®

Linternal Medicine, Tkyo Metropolitan Bokutoh Hospital, Tokyo/JAPAN,
’Department of Internal Medicine, National Hospital Organization Kinki-chuo
Chest Medical Center, Sakai/JAPAN, Internal Medicine, National Cancer
Center Hospital, Tokyo/JAPAN, “Internal Medicine, Hyogo Cancer Center,
Hyogo/JAPAN, ®Internal Medicine, Tochigi Cancer Center, Tochigi/JAPAN,
SInternal Medinice, KKR Otemae Hospital, Osaka/JAPAN, “Internal Medicine
and Thoracic Oncology, National Cancer Center Hospital East, Kashiwa/
JAPAN, ®Deputy Director, National Cancer Center Hospital East, Kashiwa/
JAPAN, °Department of Medical Oncology, Kinki University School of Medicine,
Sakai Hospital, Osaka/JAPAN

Background: The first open-label randomized phase 111 study (V-15-32) was carried
out in Japan to compare overall survival of target therapy (gefitinib) with
chemotherapy (docetaxel) in pretreated patients (pts) with advanced non-small cell
lung cancer. The response rates assessed by investigators were 22.5% and 12.8% in
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gefitinib arm and docetaxel arm, respectively (odds ratio: 2.14, 95% CI: 1.21 - 3.78,
p=.009). The response rates assessed by Response Evaluation Committee (REC) were
20.8% and 10.8%, respectively (odds ratio: 2.17, 95% CI: 1.22 — 3.86, p=.009). The
purpose of our study was to compare the response assessment between investigators
and REC.

Methods: REC consisted of 2 radiologists and 4 oncologists. REC members were
blinded to the treatment, but not to other clinical information. REC reviewed
independently the objective tumour response of 130 pts with CR, PR and SD >12 weeks
assessed by investigators out of 387 pts who had target lesions. Pts with SD <12 weeks
and PD not assessed by REC were substituted with the investigators’ assessments.
Target lesions were measured using calipers according to RECIST guidelines. The
concordance between investigators and REC was assessed using Kappa statistics.

Results: Five out of 130 pts were determined as not having target lesions. The best
overall responses assessed by investigators and REC are shown in the table below.
Out of 66 pts with PR, 13 pts (19.7%) were downgraded to SD >12w and 1 pts to SD
<12 weeks (categorized to PD). While, out of 58 pts with SD >12w, 8 pts (13.8%) were
upgraded to PR and 10 pts (17.2%) were downgraded to PD. The proportion of
agreement was 74.4% (93/125, 95% CI: 66.7 — 82.1) and Kappa coefficient was 0.563
(95% Cl: 0.445 - 0.682).

Conclusions: The overall response rates assessed by investigators and REC in V-15-32
study were similar but there was non-negligible inter-rater variability in terms of
individual assessments between investigators and REC according to RECIST
guidelines.

REC
Investigators CR (n=1) PR (n=60) SD (n=53) PD (n=11)
CR (n=1) 1 0 0 0
PR (n=66) 0 52 13 1
SD 212W (n=58) 0 8 40 10

A PHASE |, OPEN-LABEL STUDY OF VANDETANIB (VAN) IN
COMBINATION WITH VINORELBINE/CISPLATIN (VC) OR
GEMCITABINE/CISPLATIN (GC) AS 1ST LINE TREATMENT
FOR ADVANCED NSCLC

F. Blackhall*, M. O‘Brien?, P. Schmid®, M. Nicolson*, T. Milenkova®,
S.J. Kennedy®, R. Smith®, N. Thatcher®

Department of Medical Oncology, Christie Hospital NHS Trust, Manchester/
UNITED KINGDOM, 2Lung Unit, The Royal Marsden NHS Foundation Trust,
London/UNITED KINGDOM, ®Department of Medical Oncology, Imperial
College London, Charing Cross Hospital, London/UNITED KINGDOM,
“Grampian University Hospitals, Aberdeen/UNITED KINGDOM, SAlderley Park,
AstraZeneca, Macclesfield/UNITED KINGDOM, ®Department of Medical
Oncology, Christie Hospital, Manchester/UNITED KINGDOM

Background: VAN (ZACTIMA™ is a once-daily oral agent that selectively inhibits
VEGFR, EGFR and RET signalling. This study investigated the safety and tolerability of
VAN in combination with VC or GC in patients with previously untreated locally
advanced or metastatic (111B-IV) NSCLC.

Methods: In the initial cohort of each treatment group, up to 10 patients received once-
daily oral VAN (100 mg) with 21-day treatment cycles of VC (V, 25 mg/m? iv days 1
and 8; C, 75 mg/m? iv day 1) or GC (G, 1250 mg/m? iv days 1 and 8; C, 75 mg/m? iv
day 1). If <2 patients experienced a VAN-related dose-limiting toxicity (DLT),
additional cohorts would receive VAN 300 mg + VC or GC.

Results: Seventeen patients (6 male/11 female; mean age 60 years, range 40-72)
received VAN 100 mg plus VC (n=9) or GC (n=8). Three DLTs were reported in each
treatment group: VAN plus VC — pulmonary artery thrombosis and asymptomatic
QTc prolongation in two patients; VAN plus GC — peripheral ischaemia (due to arterial
occlusion), pulmonary embolism and limb venous thrombosis. The protocol definition
of a tolerable dose was therefore not met in either treatment group and no patients
were recruited to receive VAN 300 mg + VC or GC. The most frequent CTCAE grade
3/4 adverse events were neutropenia (VAN + VC, n=4; VAN + GC, n=4), febrile
neutropenia (n=3; VAN + VC group only) and neutropenic sepsis (n=3; VAN + VC
group only). There was no apparent PK interaction between VAN and V or G but there
was an ~30% increase in exposure to C in the presence of VAN, which may be an
interaction with VAN due to inhibition of OCT2 and/or due to accumulation of total
platinum (as previously observed with C monotherapy). Best confirmed responses in
the 11 patients evaluable for efficacy were partial response (n=1, VAN + GC), stable
disease >8 weeks (VAN + VC, n=1; VAN + GC, n=3) and progressive disease (VAN +
VC, n=5; VAN + GC, n=1).

Conclusions: VAN 100 mg + VC or GC did not have an acceptable safety profile in
previously untreated advanced NSCLC. VAN is in Phase Il evaluation in previously
treated NSCLC, both as monotherapy and in combination with docetaxel or
pemetrexed.
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300P | ARETROSPECTIVE ANALYSIS OF PEMETREXED SAFETY BY
HISTOLOGY, AGE, AND SEX IN NON-SMALL CELL LUNG
CANCER (NSCLC)
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Padova/ITALY, “Statistics, Eli Lilly and Company, Indianapolis/lUNITED STATES
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%Oncology, Lilly Sao Paulo, Sao Paulo/BRAZIL, °Oncology, Hospital Virgen de
las Nieves, Granada/BRAZIL

Background: A multicenter phase Il trial of maintenance pemetrexed (Pem) versus
placebo (Plac) in patients (pts) with stage 111B/IV NSCLC reported superior
progression-free survival for Pem and no significant toxicity differences between arms
except for grade 3-4 anemia and total drug-related serious adverse events. Additionally,
Pem had greater efficacy in pts with non-squamous histology. Based on subgroup
analyses of prior studies, we analyzed safety from this study by histology, age, and sex.

Methods: 663 pts (Pem=441; Plac=222) who had not progressed after 4 cycles of
platinum-based induction chemotherapy were randomized (2:1 ratio; balanced for
stage, ECOG PS, sex, response to induction therapy, non-platinum component of
induction therapy, and brain metastases) to receive Pem (500 mg/m?, day 1) plus BSC
or Plac plus BSC in 21-day cycles until disease progression. We examined drug-related
grade 3/4 toxicities by histology (squamous vs non-squamous), age (<65 vs >65 years),
and sex.

Results: Pt characteristics for the overall population included: median age=61 years;
33% >65 years; 27% female; 23% East Asian; 50% adenocarcinoma, 27% squamous
cell, 3% large cell, and 20% other/indeterminate histology. Grade 3/4 toxicities possibly
related to Pem did not differ between subgroups (see Table). Significantly higher
incidences of grade 3/4 neutropenia and fatigue occurred on the Pem versus Plac arm
for age <65 years (3% vs 0%, p=0.032 for both neutropenia and fatigue) and males
(neutropenia 3% vs 0%, p=0.019; fatigue 5% vs 0%, p=0.002).
Conclusions: Pemetrexed maintenance therapy for NSCLC is well tolerated with
minimal toxicities. The safety profile does not significantly differ by histology, age, or
Sex.

Toxicities observed in 21.5% of patients on the Pem arm

Grade 3/4 Non- Squamous Age <65 Age =65 Male Female
Pem-related squamous (N=115), years years (N=322), (N=119),
toxicity (N=326), n (%)  (N=294), (N=147), n (%) n (%)

n (%) n(%) n(%)
Leukopenia 3(0.9) 3(26) 3(1.0) 3(20) 5(16) 1(08)
Anemia 8(25) 4(35) 6(20) 6(41) 9(28) 3(25)
Neutropenia 8(25) 4(35 9(1) 3(20) 11(34) 1(08)

Thrombocytopenia 5 (1.5) 3 (2.6) 6 (2.0) 2(14) 619 217
Anorexia 3(0.9) 4(35) 3 (1.0 427 722 0
Fatigue 10 (3.1) 9(7.8) 9(31) 10(6.8) 16 (5.0) 3(2.5)
Constipation 1003 2(@17) 1(0.3) 2(14) 309 o0
Nausea 1(03) 2(7) 3(0) 0 2(0.6) 1(0.8)

PHASE Il TRIAL OF SAGOPILONE (ZK-EPO), A NOVEL
EPOTHILONE, AS SECOND-LINE THERAPY IN PATIENTS
WITH STAGE IlIB-IV NON SMALL CELL LUNG CANCER
(NSCLC)

J.R. Fischer?, J. von Pawel?, A. Schmittel®, A. Brune?, A. Wagner®, M. Giurescu®,
M. Reck

Medizinische Kiinik li Onkologie, Klinik Lowenstein, Lowenstein/GERMANY,
20ncology, Asklepios Fachkliniken Muenchen-Gauting, Gauting/GERMANY,
30ncology, Charite-Campus Benjamin Franklin, Berlin/GERMANY, “Study
Management, Bayer Schering Pharma AG, Berlin/GERMANY, *Oncology, Bayer
Schering Pharma AG, Berlin/GERMANY, °Global Clinical Development -
Oncology, Bayer Schering Pharma AG, Berlin/GERMANY, “Thoracic Oncology,
Hospital Grosshansdorf, Grosshansdorf/GERMANY

Sagopilone, a novel epothilone, has demonstrated significant activity in pre-clinical
NSCLC tumor models. A Phase Il trial of second-line sagopilone therapy in patients
(pts) with stage 111B-1V NSCLC was undertaken. In the first arm of this study (16 mg/
m? g3w, 3-h infusion), confirmed partial responses were observed in 4/38 pts.
Sagopilone was well tolerated, with peripheral sensory neuropathy being the most
commonly reported toxicity (38% < grade 3; 14% grade 3; no grade 4). To further
evaluate efficacy, the study was amended to include 2 additional arms (22 mg/m? g3w
as 30-min or 3-h infusion). Pts who relapsed after a single previous platinum-based
chemotherapy regimen, and had measurable disease (RECIST), were randomized to
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receive 22 mg/m? sagopilone g3w as a 30-min or 3-h infusion. A fixed sample design
with 38 pts per arm was used (a=0.10 [one sided], p,=0.20, power=0.80 at p;=0.08).
Sagopilone was considered efficacious if confirmed responses were observed in 35 of
the first 38 evaluable pts in any arm. A total of 85 pts were enrolled into the 22 mg/m?
dose cohorts. In the first 76 evaluable pts, confirmed responses were reported in 3 pts
(30-min: 1 [2.6%]; 3-h: 1 [5.2%]) and stable disease was the best response in 38 pts
(30-min: 19 [50%]; 3-h: 19 [50%]). Preliminary safety data at 22 mg/m? was
available for 77 pts (30-min: 33, 3-h: 34) and the most common toxicity was peripheral
sensory neuropathy (< grade 3 [30-min: 52%, 3-h: 47%], grade 3 [30-min: 27%, 3-h:
15%], grade 4 [30-min: 3%, 3-h: 3%]). 18 pts (30-min: 10 [26%]; 3-h: 8 [21%])
discontinued treatment due to neuropathy. Other drug-related toxicities of all grades
in >10% of pts treated at 22 mg/m? included nausea (30-min: 9%; 3-h: 18%), alopecia
(30-min: 9%; 3-h: 18%), pain in extremities (30-min: 18%; 3-h: 6%), myalgia (30-
min: 12%; 3-h: 9%), fatigue (30-min: 9%; 3-h: 12%), and vomiting (30-min: 12%; 3-h:
3%). In conclusion, sagopilone (22 mg/m?) administered as second-line treatment in
pts with NSCLC did not meet the primary efficacy endpoint, although stable disease
was observed in 38 of the first 76 evaluable pts. Peripheral neuropathy was the most
prominent toxicity and pt follow-up continues for survival.
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Background: In preclinical models the histone deacetylase inhibitor vorinostat
potentiated the activity of cisplatin and gemcitabine. Platinum agents and gemcitabine
are standard treatments for advanced non-small-cell lung cancer (NSCLC). We
investigated vorinostat combined with gemcitabine and a platinum agent in an
ongoing Phase | study in advanced NSCLC.

Methods: Eligible patients were aged >18 years with Stage 111B/IV NSCLC, ECOG
performance status (PS) <1, and no prior systemic chemotherapy (except adjuvant).
Patients were sequentially enrolled on escalating doses of vorinostat using a standard
3+3 design for <6 cycles. Dose levels 1 (2) were vorinostat 300 mg QD for 7 days, then
a 14-day rest period plus gemcitabine iv 1000 (1250) mg/m? on Days 3 and 10, plus
cisplatin iv 75 mg/m? on Day 3. If the maximum tolerated dose (MTD) was not reached
at dose levels 1 or 2, increasing doses of vorinostat with gemcitabine 1250 mg/m? and
cisplatin 75 mg/m? were investigated. If dose levels 1 or 2 exceeded the MTD,
carboplatin 5.0 AUC regimens would be investigated, with escalating combinations of
vorinostat 300 or 400 mg and gemcitabine 1000 or 1250 mg/m?. At the MTD, the
cohort will be expanded to 14 patients. The primary objective is to determine the dose-
limiting toxicities and MTD of vorinostat plus gemcitabine and a platinum agent.

Results: Twenty one patients have been enrolled to date (4 at dose level 1; 6 at dose level
2; 5 at dose level 3; 3 at dose level 4; 3 at dose level 5; median [range] age: 56 [37-78]
years; male/female: 17/4). Adverse events (AEs) occurred in 15 patients; 85% of

AEs were mild to moderate in severity and 62% were not considered to be treatment
related. Eleven patients had serious AEs, and there were 5 fatalities (only one was
considered ‘probably’ treatment related; the others were considered ‘definitely not’
related to treatment). There were 5 partial responses (3 confirmed, 2 unconfirmed), 7
stable disease and 1 disease progression (13 patients evaluable for response). We will
present the MTD recommended for Phase 11 trials.

Conclusions: Our preliminary data suggest that vorinostat combined with gemcitabine
and cisplatin may be possible without unacceptable toxicity.

303P | EXHALED PENTANE AS A MARKER OF LIPID
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Background: Radiotherapy (RT) is known to induce formation of free radicals, which
can damage membrane lipids. To examine the lipid peroxidation caused by
radiotherapy, we measured exhaled pentane, serum thiobarbituric-acid-reactive
substances (TBARS) and conjugated dienes (CD) in lung cancer patients at baseline
and during radiotherapy for lung cancer.
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Patients, materials and methods: The study population consisted of 11 novel lung
cancer patients (7 men, 4 women; mean age 64 years) and 30 healthy controls (19 men,
11 women; mean age 51 years). All patients received radiotherapy as a treatment. The
exhaled pentane was determined of patients and controls at baseline before any
treatment, and of cancer patients during radiotherapy before RT, and at 30 min and
120 min from the onset of RT on day 1, 4 and 5 and on RT day of 30 Gy and 40 Gy, if
possible. The pentane was analyzed by gas chromatography. Serum samples were
collected of patients before RT on each exhaled air collection day.

Results: Lung cancer patients had significanty higher exhaled pentane levels at baseline
compared to healthy controls (1.73 ng/L vs.0.83 ng/L). The patients/ -controls ratio was
2.08 (95% CI 1.15 to 3.76), p=0.017. The levels of CD decreased significantly during the
first week of radiotherapy (p=0.014). There was also a tendency for exhaled pentane
and serum TBARS to decrease during the first week radiotherapy. Six patients
developed radiologically verified radiation pneumonitis, which seemed to be more
common if the baseline pentane levels were above the median. The median overall
survival of the patients was 10.7 months, and both exhaled pentane (p=0.003) and
serum TBARS (p=0.051) were associated with survival.

Conclusions: Lung cancer seems to be associated with increased lipid peroxidation.
The levels of lipid peroxidation markers are decreased during radiotherapy, which
suggests that patients’ own antioxidative defense mechanisms are activated after
ionizing radiation, and can counterfight the lipid peroxidation caused by RT. Our
results imply that higher exhaled pentane levels might be associated with occurence of
radiation pneumonitis. Interestingly we also found that exhaled pentane and serum
TBARS are prognostic factors of overall survival.
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Background: In recent years there is a renewed interest for building a clinical model to
predict survival in advanced NSCLC patients. We are still in platinum-based
chemotherapy era, with conscience that the efficacy of those regimens have reached
plateau. Response to chemotherapy, apart from stage and PS, remains the issue of
controversy regarding its influence on survival in advanced NSCLC.

Methods: An individual data from 362 patients (pts) have been reviewed from four
prospective phase 1l and 111 studies conducted at the Institute for Oncology and
Radiology of Serbia 1990-2004, to construct a model, with regard to clinical features
and parameters: performance status (PS), disease stage (I11B or 1V) and response to
therapy (WHO criteria). Forty percents of patients had PS 2/3 (31% PS 2) and 55% of
pts had stage 1V. Overall response rate was 32% (117/362pts). Univariate survival
analysis was performed together with Cox proportional hazard (PH) model to predict
hazard of death. Landmark method was used to adjust survival times (3 months).

Results: Univariate survival analysis revealed statistically significant differences among
response categories — log rank test, p=0.005 (median survival time was 8 months in
responders, 5 months in stable disease category and 2 months in progressive disease
patients). Cox PH model for hazard of death showed that stable disease category

did not bear statistically significant increase in hazard of death compared with
responders, HR 1.21 (0.95-1.47), p = 0.150. As expected, progressive disease pts carried
significantly higher risk of death, HR=2.03 (1.56-2.63), p=0.00059.

Conclusions: In the context of Cox PH model it seems that response rate to platinum-
based chemotherapy in advanced NSCLC is not associated with a survival benefit. In
population with very advanced disease (40% with poor PS) pretreatment prognostic
factors probably play more pronounced role in predicting patient outcome.

305P | PROGNOSTIC MODEL TO PREDICT SURVIVAL IN PATIENTS
WITH NON-SMALL CELL LUNG CANCER TREATED WITH
GEFITINIB
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Background: This study was to devise a prognostic model for non-small cell lung
cancer (NSCLC) patients treated with gefitinib.

Patients and methods: A retrospective analysis was carried out on 358 NSCLC
patients, who received gefitinib from February 2002 to December 2005.
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Results: In multivariate analysis, poor prognostic factors were smoker (p=0.020;
HR=1.366; 95% C.I, 1.050-1.776, ECOG performance status > 2 (p<0.001; HR=2.065;
95% C.l 1.595-2.674), WBC>10,000/1L (p<0.001; HR=1.658; 95% C.I, 1.268-2.168),
hemoglobin < 10g/dL (p=0.001; HR=1.797; 95% C.I, 1.273-2.536), Alkaline
phosphatase >Within normal limit (p=0.020; HR1.374; 95% C.I, 1.052-1.795),
Abnormal serum calcium (p=0.005; HR=1.693; 95% C.I, 1.175-2.440) and metastasis
to abdominal organ (p<0.001; HR=1.818; 95% C.I, 1.385-2.387). Of 308 patients
evaluable in multivariate analysis, 26 patients (8%) were categorized as good prognosis
group (O risk factor), 138 patients (45%) as intermediate (one to two risk factors), 111
patients (36%) as poor (three to four risk factors) and 33 patients (11%) as very poor
(five or more risk factors). Median overall survival (from the time treated with
gefitinib) of good, intermediate, poor and very poor prognosis groups were 20.0, 11.6,
3.1 and 1.0 months, respectively. Between all prognosis groups, statistically significant
differences of OS were found: Good vs. Intermediate (p=0.001); Intermediate vs. Poor
(p<0.001); Poor vs. Very poor (p<0.001).

Conclusion: This prognostic model based on clinical variables might stratify the
prognosis of NSCLC patients undergoing gefitinib into different prognostic groups,
which may facilitate the risk-adapted therapy.

306P | 18F-FDG UPTAKE PREDICTS THE PRESENCE OF EGFR
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Purpose: We launched this retrospective study to evaluate a possible association
between the presence of epidermal growth factor receptor (EGFR) mutations and
standardized uptake value (SUV), semi-quantitative 18F-fluoro-2-deoxy-glucose
(FDG) uptake, at presentation in patients with non-small-cell lung cancer (NSCLC).

Patients and methods :We included 110 patients who underwent EGFR test and
positron emission tomography /computed tomography. EGFR mutations of exons 19
and 21 were determined using direct sequencing in the tissues. The maximum SUV by
the primary tumor was chosen for further analysis. Receiver operating characteristic
analysis was used to obtain the cutoff value of SUV.

Results: We detected EGFR mutations in 25 patients (22%). EGFR mutations were
more frequent in never-smokers versus ever-smokers (35% versus 13%; P = .005), in
adenocarcinomas versus non-adenocarcinomas (36% versus 6%; P < .001), and in
females versus males (40% versus 15%; P = .003). The SUV ranged from 1.3 to 33.0
(median 10.5). Receiver operating characteristic curve analysis suggested that the SUV
was a predictor of EGFR mutations (area under curve, 0.74; 95% ClI, 0.63 to 0.84).
When a cutoff value was used, patients with low SUVs were likely to have EGFR
mutations than those with high SUVs (41% versus 12%; P < .001). Controlling for
smoking history, sex, and histology, a low SUV remained significant predictors for
EGFR mutations (P = .035)

Conclusions: Our data suggest that the FDG uptake could predict EGFR mutations
and help to discriminate beneficial patients with tyrosine-kinase inhibitors.

THE PROGNOSTIC SIGNIFICANCE OF
[18F]FLURODEOXYGLUCOSE UPTAKE BY POSITRON
EMISSION TOMOGRAPHY IN ADVANCED NON SMALL CELL
LUNG CANCER

H.M. Ryoo', S. Bae?, S. Lee', D. Hyun®, M. Hyun?, K. Kwon?, W. Lee*
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Medicine, Dong San Medical Center, Daegu/KOREA, “Internal Medicine, Daegu
Fatima Medical Center, Daegu/KOREA

Background: Lung cancer is the leading cause of cancer-related death in Korea. Non
small cell lung cancer(NSCLC) comprises 80-85% of lung cancer. Positron emission
tomography with [*®F]fluorodeoxyglucose(FDG- PET) shows various levels of FDG
uptake for patients with NSCLC. The aims of this study were to determine whether the
standardized uptake value (SUV) of FDG uptake by PET could be a prognostic factor
for advanced NSCLC.

Method: FDG-PET was performed for 59 patients with stage 111b and IV non small cell
lung cancer. The SUV was calculated for each patient. Overall survival(OS),
progression free survival(PFS) were calculated by the Kaplan- Meier method and
evaluated with the log-rank test. The prognostic significance was assessed by univariate
and multivatiate analysis.
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Results: A cutoff of 7 for the SUV showed the best criminative value. In a univariate
analysis, performance status(p=0.02) and SUV(p=0.03) were the significant predictors
of OS. The patients with low SUVs(<7) showed significantly better PFS than those with
high SUVs(>7, p=0.04). A multivariate Cox analysis identified performance status and
the SUV as important for the prognosis.

Conclusion: These results suggest that SUV was the significant prognostic factor
among the patients with advanced non small cell lung cancer.
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Obijective: p16 is a gene linked to the cellular cycle and to the genesis of many tumors.
In this study we analize the possible association between the expression of p16 by
inmunohistochemstry and SUV’s maximum values obtained by 18F-FDG-PET.

Methods: the nuclear immunohistochemical expression of p16 (MAb OA315
KipphmaDXMTM) was determined with a Tissue Arrayer device (Beecher
Instruments, Sun Prairie, WI1). All patients fasted for at least 6 hours before receiving an
intravenous injection of 350-518 MBq 18F-FDG. Each PET was performed on an
Advance system (General Electric Medical Systems) in 2D acquisition mode.

Results: 49 NSCLC patients were included; 45 males and 4 women; median age 63 years
(range 41-82); 33 squamous carcinoma and 16 adenocarcinoma; stage I: 11; I1: 9; the
111: 19 and 1V: 10. p16 was expressed in 14 cases (28,7 %) and it was very important
(++) in 5 (10,2 %). Furthermore, it was higher in adenocarcinomas than in the
squamous cell ones (p:0,033). SUV’s values ranged between 1,6 and 47 (16,0 +/-7,8)
with non statistically differences by tumor histology. There was a significant negative
correlation between p16 and SUV’s values (r: -0,29; p:0,042). After univariate analysis,
the expression of p16 was a prognostic factor (HR: 2,49; Cl: 0,93-6,64; p:0,069), but
SUV’s values were not. After multivariate analysis, only the clinical stage was

a prognostic factor (p: <0,001) (HR stage I1: 2,158; 111: 2,643; IV: 4,759).
Conclusions: In this study we found an inverse relation between the expression of p16
and the maxSUV in 18F-FDG PET in NSCLC. Neither SUV nor p16 were outcome
predictive factors in multivariate analysis. p16 expression may be related to the
different SUV values in adenocarcinoma and squamous cell carcinomas.

USE OF ADJUVANT CHEMOTHERAPY FOR SURGICALLY
RESECTED NON-SMALL CELL LUNG CANCER (NSCLC)- THE
EXPERIENCE OF A NON-TRIAL POPULATION IN THE UNITED
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Use of Adjuvant Chemotherapy for Surgically Resected Non-Small Cell Lung Cancer
(NSCLC)- the experience of a non-trial population in the UK Introduction: 3
randomised controlled trials of cisplatin-based adjuvant chemotherapy have
demonstrated a significant survival benefit in patients with resected NSCLC. This
benefit is confined to stage IB to Il disease. We investigated the use of adjuvant
chemotherapy after resection of NSCLC at a regional thoracic unit.

Methods: All patients undergoing resection for pT1-4, N0-2 NSCLC over a six month
period were identified from a pathology database. Staging, histology and age were
established from pathology reports. Post-operative course, complications, referrals and
reasons for non-referral were obtained from medical notes. For those referred, receipt
of chemotherapy, the regime used and dose intensity were noted.

Results: 65 patients were studied. Their median age was 68, with a male predominance
(46 c.f. 19). Overall 46/65 (71%) patients were referred to oncologists from 8 hospitals.
Of these, 30 (65%) received chemotherapy. Of those referred to oncologists: 18/25
(72%) stage 1A to I11A, 6/11 (55%) stage IB, 3/5 (60%) I11B and O stage IA received
chemotherapy. The reasons for non-referral were: comorbidity (31%), stage (31%),
death (21%), age over 74 (10%) and patient choice (7%). Reasons for non-treatment
included: co morbidity (42%), age over 74 (27%), stage (19%) and patient choice
(12%). All patients received platinum containing regimes (cisplatin doublets in 16/30
and carboplatin doublets in 14/30). Carboplatin was used due to: comorbidity (14%),
clinician choice (58%), cisplatin intolerance (14%) and tumour spillage/incomplete
resection (14%). Dose intensity was maintained in 78% of patients, (94% of
carboplatin c.f. 54% cisplatin).
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Conclusions: Re-assuringly, appropriate patients were referred for consideration of
adjuvant chemotherapy. 88% of those offered chemotherapy agreed to receive
treatment. Dose intensity was maintained in almost 80% of all patients. This audit
suggests that adjuvant chemotherapy is acceptable to the non-trial population.
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Introduction: Adjuvant chemotherapy (ACT) is considered a standard treatment after
complete resection of some stage IB and stages I1/111A NSCLC. However, only

a fraction of them do receive ACT. The purpose of this study is to know how many
patients (pts) in regular clinical practice do not receive it and for which reasons only.

Methods: Seventy-three pts were prospectively (prior to surgery) consented and
enrolled in the study between June 2005 and December 2006 at our institution. All pts
had pathologically-proven NSCLC and radiologically resectable stages I to 11l at the
time of enrollment. Restaging was done for all pts based on the post-operative
pathology. Eligibility criteria for ACT were stage 1B to I11A and complete resection,
which were confirmed by consultation with Multidisciplinary Lung Cancer Clinic
team.

Results: Of 73 pts, median age 70 (40-86), 48 males, 25 females, 27 pts were not eligible
for ACT, 26 pts had stage IA, and one had incomplete resection. Forty-six pts were
eligible for ACT, 21 pts (46%) received platinum-based ACT, but 25 pts (54%) did not
for the following reasons: 6 pts refused it, 5 pts had tumor size < 4 cm (stage IB), 4 pts
had post-op distant metastases (three pts in brain, one pt in bone), 5 pts had severe
comorbidities i.e., emphysema, infections, cardiac, diabetes, 1 pt had poor
performance status and 4 pts were previously on chemotherapy for other malignancies.
Of 7 pts post pneumonectomy, only one of 6 eligible pts received ACT. Nineteen (76%)
of 25 pts eligible for ACT, but who did not receive it, had comorbidities while only 9
(43%) of 21 pts who received ACT had comorbidities (diabetes, hypertension, COPD).

Conclusion: Over 50% of our NSCLC pts with indication for ACT did not receive it for
different reasons. Many pts had significant comorbidities which prevented ACT. Pts
post pneumonectomy had lesser chance to get ACT. Improving early staging and
individualized treatments on basis of prognostic tumor markers might further improve
selection of pts for ACT.

Total No. of Pts  Eligible for ACT (46) Not Eligible (27)
Received  Not Received Stage IA  +ve Margin
73 21 25 26 1
refused
brain mets
bone mets

<4 cm tumor (stage 1B)
severe comorbidities
other previous Ca
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In patients with stage |1 non-small-cell lung cancer (NSCLC), despite surgery, the
recurrence rate remains high (nearly 65%), compared with other major types of cancer
(eg.: breast, colon, and prostate cancer) and new prognostic biomarkers are needed.
The cancer microenvironment may modulate the invasiveness and T-cell activation is
thought to be a turning point. In order to address this question we investigated the
expression, within cancer infiltrate, of the protein ‘lymphocyte-specific protein tyrosin
kinase’ (LCK) in 16 stage | completely resected NSCLC patients by using
immunohistochemistry. LCK was chosen because it represents both a marker of T cell
and a NSCLC prognostic biomarker. Surgical specimens from 5 patients with stage |
NSCLC who underwent curative resection without recurrence within 40 months after
lobectomy (cohort A) were matched on the basis of age and date of surgery to 11
patients with stage I NSCLC who had a recurrence within 40 months after lobectomy
(cohort B), as usually established. All patients were not treated with adjuvant therapy.
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The presence of LCK protein in the tumor-infiltrate was detected in 4 of the 5 cohort A
patients and in 2 of the 11 cohort B patients (Fisher’s exact test P = 0.03). Kaplan-Meier
analysis of relapse-free survival (RFS) a of LCK-positive and LCK-negative patients was
performed (median RFS = 24 months vs not reached; Log-rank P = 0.041; HR = 0.24;
95% CI = 0.07-0.82). In conclusion, although the number of patients we studied is
small yet, LCK-positive infiltrating is clearly associated with longer relapse-free survival
in patients with stage | NSCLC and we believe that it’s an interesting subject for further
investigation

312P | LOW EXPRESSION OF BAX PREDICTS POOR PROGNOSIS IN
RESECTED NON-SMALL CELL LUNG CANCER PATIENTS
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Background: The present study evaluated the prognostic significance of apoptosis-
related proteins p53, Bax, and galectin-3 in patients with non-small cell lung cancer
(NSCLC) treated with surgical resection.

Patients and methods: We investigated the expression of these proteins and their
association with clinicopathologic characteristics including disease-free survival (DFS)
and overall survival (OS) in 205 NSCLC patients who underwent surgical resection
(stage I: 97, 11: 46, I11A: 45, 111B: 17) using immunohistochemistry. Eighty-eight
patients (43%) received adjuvant treatment (chemotherapy: 8, radiotherapy: 24,
both: 56).

Results: High expressions of Bax, p53, and galectin-3 were observed in 48 (23%), 81
(40%), and 105 (51%) patients, respectively. Low expression of Bax was significantly
associated with male gender, squamous cell histology, and low expression of galectin-3.
Five-year DFS and OS of total patients were 37% and 46%, respectively. High
expressions of p53 and galectin-3 were not associated with poor DFS or OS, and no
significant correlation existed between low expression of Bax and outcome of patients
either. However, in patients with nonsquamous histology (108 patients), low
expression of Bax was a significant independent predictor of poor DFS (p=0.017) and
overall survival (p=0.037). In addition, in patients with stage Il or IlI, low expression
of Bax significantly correlated with poor DFS (p=0.004). It was also the most
significant independent poor prognostic factor second only to a large primary tumor
size in stage Il or Ill patients with nonsquamous histology.

Conclusions: Low expression of Bax was significantly associated with poor prognosis
in resected NSCLC patients with nonsquamous histology.

ELEVATED PRE-TREATMENT SERUM CONCENTRATION OF
YKL-40 - AN INDEPENDENT PROGNOSTIC BIOMARKER FOR
POOR SURVIVAL IN PATIENTS WITH METASTATIC NON-
SMALL CELL LUNG CANCER

I. Thém?, J. Johansen?, B. Andritzky*, G. Schuch?®, I. Burkholder*, L. Edler®,
C. Bokemeyer?, U. Schumacher®, E. Laack*

IHeamatology, Oncology and Pneumology, University Hospital Hamburg-
Eppendorf, Hamburg/GERMANY, 2Rheumatology, Herlev Hospital,
Copenhagen/DENMARK, Heamatology, Oncology and Pneumology, Unversity
Hospital Hamburg-Eppendorf, Hamburg/GERMANY, “Biostatistics, German
Cancer Research Center, Heidelberg/GERMANY, *Anatomy li, University
Hospital Hamburg-Eppendorf, Hamburg/GERMANY

Background: YKL-40 is produced by cancer cells and tumor-associated macrophages
and may play a role in cancer cell proliferation, differentiation, survival,
invasiveness, metastasis and angiogenesis. A high serum YKL-40 level has been
associated with poor prognosis in patients (pts) with several cancer types, but has not
been studied in pts with non-small cell lung cancer (NSCLC). The purpose of this
study was to evaluate YKL-40 in pre-treatment serum samples from patients with
metastatic NSCLC.

Methods: Pre-treatment serum levels (sI) of YKL-40, VEGF, and MMP-9 were analyzed
with ELISA in 189 pts. 23 pts (12%) had stage I11B disease with malignant pleural
effusion and 166 pts (88%) had stage IV disease. 143 pts were male, 46 female. The
median age was 62 years, median Karnofsky performance status (KPS) 90%. 98 pts
received gemcitabine and vinorelbine, and 91 pts received gemcitabine, vinorelbine and
cisplatin as first line chemotherapy.

Results: Pts with metastatic NSCLC had significantly higher YKL-40 sl (median sl 209
19/1, range 19-2153 1g/l) than healthy controls (n=245, median sl 43 1g/I, range 20—
184 1g/1) (p<0.001). The median overall survival (OS) of all 189 pts was 36.9 weeks. No
significant difference in OS was observed between the two chemotherapy regimens,
tumor stage, sex, histological types, and between high and low MMP-9 sl. Whereas pts
with a pre-treatment YKL-40 sl above the median sl of 2091g/1 had a significantly
shorter OS than pts with lower serum YKL-40 (median survival 31.6 vs. 41.4 weeks;
p=0.007). Pts with higher VEGF sl than the median serum level of 1099, 5 pg/ml also
had a shorter OS compared to pts with lower serum VEGF (34.4 vs. 38.0 weeks;
p=0.04). In univariate Cox regression analysis the pre-treatment YKL-40 and VEGF sl,
the KPS, and the presence of bone metastases had prognostic significance. In
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multivariate analysis only the pre-treatment YKL-40 sl and the presence of bone
metastases were identified as independent prognostic factors.

Conclusion: The pre-treatment YKL-40 sl was identified as an independent prognostic
biomarker in metastatic NSCLC and may help to determine the individual prognosis of
these patients.

HIGH EXPRESSION OF EXCISION REPAIR CROSS-
COMPLEMENTATION GROUP 1 PROTEIN PREDICTS POOR
OUTCOME IN PATIENTS WITH ADVANCED NON-SMALL
CELL LUNG CANCER TREATED WITH PLATINUM-BASED
THIRD-GENERATION CHEMOTHERAPY DOUBLETS.

S.H. Jeong, Y.W. Choi®, H.W. Lee? S.Y. Kang? J.H. Jung?, J.H. Han?,
J.H. Choi

Hematology-oncology, Ajou university hospital, Suwon/KOREA, ?Hematology-
oncology, Ajou University Hospital, Suwon/KOREA

Purpose: Apoptosis and DNA damage repair related proteins are associated with
resistance to chemotherapy, which is the most important cause of treatment failure in
non small cell lung cancer (NSCLC).

Patients and methods: Pretreatment tumor biopsy specimens from 50 patients with
NSCLC stage I111B with malignant pleural effusion or stage IV were analyzed for Bax
and ERCC1 expression by immunohistochemistry. All patients were treated with
platinum-based third-generation chemotherapy doublets.

Results: High expression of Bax and ERCC1 was observed in 32 (63%), 28 (55%)
patients, respectively. In univariate analysis, high expression of ERCC1 demonstrated
trend of association with poor overall survival(OS) (9 months vs. 13 months;

P = 0.088). High expression of Bax was not correlated with patient outcome. In
multivariate analysis, high expression of ERCC1(p=0.005), poor performance
status(p=0.031), absence of disease control(p=0.002) were independent prognostic
factors for poor OS.

Conclusions: High expression of ERCC1 may be a useful predictor of poor outcome in
advanced NSCLC patients treated with third-generation platinum doublets
chemotherapy.

315P | -592 IL10 POLYMORPHISM AS A PROGNOSTIC FACTOR IN
LUNG CANCER PATIENTS

A. Coelho?, R.J. Catarino®, M. Gomes*, A. Nogal*, A. Araujo?, R. Medeiros®
Molecular Oncology Group, Portuguese Institute of Oncology, Porto/
PORTUGAL, Medical Oncology Department, Portuguese Institute of Oncology,
Porto/PORTUGAL, *Molecular Oncology, Instituto Portugues de Oncologia do
Porto FG, Porto/PORTUGAL

Background: Lung cancer remains a major worldwide health problem, representing
17.8% of the total number of deaths caused by cancer. Chronic inflammation and
related pathways have an important role in lung cancer pathogenesis, especially in the
respiratory epithelium of smokers. IL-10 is a multifunctional cytokine with both
immunosupressive and antiangiogenic functions and may have both tumour
promoting and tumour inhibiting properties. Polymorphisms in I1L-10 gene promoter
are involved in predisposing to Non-Small Cell Lung Cancer (NSCLC). The aim of this
study was to evaluate the genetic influence of one of such polymorphisms, namely, -
5921L-10 polymorphism, (consisting of a C to A substitution), as a prognostic factor in
lung cancer patients.

Patients and methods: DNA samples extracted from peripheral blood cells of 261
patients with NSCLC. The -592IL-10 polymorphism was analyzed through
PCR-RFLP (Rsal). Survival data were analyzed according to -5921L-10
genotypes.

Results: The median survival rates NSCLC were statistically different according to the
patients’ genotype (18 months for AA and 35 months for C carrier genotypes;
p=0.015).

Conclusions: Convincing evidence demonstrates that -592IL-10 polymorphism is
associated with differential expression of IL-10 in vitro and in vivo, with genotypes
carrying the C allele expressing higher levels of IL-10. Our results suggest that -592IL-
10 C carrier genotypes are correlated with a longer overall survival and -5921L-10
polymorphism may be a useful prognostic marker in lung cancer patients. According to
these results, IL-10 gene can constitute an attractive target to immunotherapeutical
strategies in lung cancer treatment.
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IMPACT OF CLINICAL PARAMETERS ON OUTCOME OF
PATIENTS TREATED WITH GAMMA KNIFE STEREOTACTIC
RADIOSURGERY FOR BRAIN METASTASES FROM NON-
SMALL CELL LUNG CANCER

M. Giovannini*, E. Roca?, S. Snider®, P. Picozzi®, C. lazzari*, C. Belli*,
A. Bolognesi®, A. Ambrosi®, E. Villa, V. Gregorct

Medical Oncology, San Raffaele Institute, Milan/ITALY, 2Medical Oncology,
S. Raffaele Scientific Institute, Milan/ITALY, 3Neurosurgery, San Raffaele
Institute, Milan/ITALY, “Radiotherapy, San Raffaele Institute, Milan/ITALY,
SStatistics, San Raffaele Institute, Milan/ITALY

A retrospective study was conducted analyzing the clinical outcome and
prognostic factors in patients treated with gamma knife stereotactic radiosurgery
(GK-SRS) for brain metastasis with non-small cell lung carcinoma (NSCLC).
From November 2000 to May 2007 116 were treated. All patients received GK-SRS
to a median peripheral and maximal dose of 25 and 46 Gy, respectively. Median
age was 63 years, 26 were females, 90 males; 56 patients had solitary brain
metastasis; the average number of lesions per patient treated was 1.9; 27.5% of pts
showed Karnofsky performance status (KPS) 100, 18.1% 90, 38.8% 80, 13% 70,
2.6% 60; about RPA score (RPA I: age <65, KPS>70, controlled primary tumor, no
extracranial metastasis; RPA I11: KPS <70) 20.7% were classified RPA I, 75.5%
RPA Il and only 3.8% RPA Ill. The median follow-up was 9.1 months for the
entire population and 31.4 months for those who were alive at the last follow-up
(4 pts were lost at follow up). Univariate and multivariate analyses were used to
test the impact on survival of various clinical parameters such as age, gender, KPS,
RPA score, brain metastasis presentation (synchronous vs metachronous),
presence of extracranial metastasis, number of brain lesions (solitary vs. multiple)
and brain lesion site (sovratentorial vs subtentorial). The overall median

and 5-year survival for the entire cohort were 8.7 months and 9%, (95% C.I.
4.5-17.4), respectively. Younger patients, particularly those younger than 50 years
(P=0.02) with good KPS score, particularly KPS 100 (P=0.005) scoring RPA 1/11
(P<0.001) achieved longer survival. At the multivariate analysis poor KPS
(P<0.001), age >55 years (P=0.02), low RPA score (P=0.03), subtentorial lesions
with synchronous presentation (P=0.01) and synchronous brain lesions associated
with extracranial metastasis (P=0.04) seem to be detrimental to survival. In
conclusion, clinical parameters seem to be the strongest and the most useful
drivers to be considered for selection of NSCLC pts who really benefit from
Gamma Knife stereotactic radiosurgery.

317P | ENDOBRONCHIAL ULTRASOUND TRANSBRONCHIAL
NEEDLE ASPIRATION (EBUS-TBNA): A CLINICAL
OBSERVATIONAL COHORT

F. Clinckart!, B. Weynand?, D. Rodenstein®, T. Pieters®

Pulmonology, Cliniques Universitaires Saint-Luc. Université Catholique de
Louvain, Brussels, Belgium, Brussels/BELGIUM, 2Pathology, Cliniques
Universitaires Saint-Luc. Université Catholique de Louvain, Brussels, Belgium,
Brussels/BELGIUM

Background: EBUS-TBNA is now considered as a powerful tool to perform
efficient diagnosis and mediastinal staging of lung cancer. Most of the published
results are derived from selected populations with homogeneous malignant
disease. The daily practice is quite different since the final diagnosis is unknown
and there is a mix of benign and malignant diseases. We wondered whether the
yield of EBUS might differ in the real life setting from prospective selected
populations.

Methods: During 2007 we prospectively recorded the results of all EBUS procedures
performed in our academic hospital (900 beds). Results encompassed the learning
curves of 6 different pulmonologists performing the EBUS procedures. No rapid
onsite cytology was available. In case of negative or non contributory results,
mediastinoscopy, surgery or follow-up helped to characterize the responsible
disease.

Results: 105 patients were examined (75 men, median age 65 year). Suspicion of
malignancy was the reason to perform EBUS in 85 patients (81%) particularly for the
diagnosis and staging of lung cancer in 59 patients (56%). Sensibility, specificity,
negative predictive value, positive predictive value and accuracy were respectively 95,
100, 94, 100 and 97.4 %. When we considered only the lung cancer patients the
respective values were 100% for all of them. Results were less satisfactory in cases of
benign diseases with 60, 100, 83, 100 and 87 % respectively. There were no
complications.

Conclusions: This prospective study showed that EBUS-TBNA in the clinical realm
of an academic hospital yields results that are comparable to those coming from
studies performed in selected cohorts. In the setting of lung cancer, sensitivity is
particularly high.
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318P | TIME TO BROADEN OUR HORIZONS; THE CASE FOR
NETWORK META-ANALYSIS WITHIN RELAPSED NON-
SMALL CELL LUNG CANCER (NSCLC)

N. Hawkins®, D.A. Scott!, B.S. Woods?, N. Thatcher?

IHealth Economics, Oxford Outcomes, Oxford/UNITED KINGDOM,
2Department of Medical Oncology, Christie Hospital NHS Foundation Trust,
Manchester/UNITED KINGDOM

During a recent National Institute of Health and Clinical Excellence (NICE) review, the
efficacy of erlotinib was compared to that of docetaxel for the second-line treatment of
stage 111/IV NSCLC. As there were no trials including both treatments, an indirect
comparison was performed based on trials including the common comparator placebo.
We demonstrate that widening the scope of an indirect comparison to incorporate
trials including comparators other than those of immediate interest, can improve
precision and alter the final results; in this case swapping the ranking of the estimated
mean treatment effects for docetaxel and erlotinib. A systematic review was conducted
to identify randomised controlled trials of the following licensed second-line
treatments for stage 111/1V NSCLC: erlotinib, docetaxel, gefitinib or pemetrexed.

A network meta-analysis was then performed assuming that the estimated log-hazard
ratios (LHRs) comparing treatments are exchangeable between trials and that we

can add and subtract estimates of the LHR to obtain indirect estimates of treatment
effects (ie. LHRag = LHRac - LHRgc). The analysis of the limited network only
including the two trials that compared erlotinib (n=731) and docetaxel (n=155) to the
common comparator placebo produced an estimated hazard ratio (HR) for docetaxel
(0.51, 95% CI 0.24-0.95) lower than that of erlotinib (0.70; 0.58-0.85), suggesting
that docetaxel may be associated with better outcomes. Analysis of the extended
network including all six trials of licensed treatments and using the same methodology
produced an estimated HR for docetaxel of 0.85 (95% CI: 0.72-1.00). This is now
higher than that of erlotinib (0.70; 0.58-0.85) (unchanged in this analysis), suggesting
erlotinib may be associated with better outcomes. Results for the other therapies

will also be presented. Network meta-analysis provides a useful synthesis of trial data
for decision-makers, particularly when more complex networks of evidence exist.
Extending the network of trial evidence to include further indirect data may alter the
conclusion of an analysis; care should therefore be taken to consider all relevant
information when comparing treatments.

319P | NON-SMALL CELL LUNG CANCER IN THE LAST DECADE - A
COMPARISON OF TWO TEMPORAL SERIES

E. Dalmau®, J. Montesinos?, M. Baré®, P. Villacé*, E. Gallardo®, M. Nogué®,

T. Bonfill', E. Pous’, E. Saigi*

Medical Oncology Department, Corporacio Sanitaria Parc Taull. Institut
Universitari., Sabadell/SPAIN, >Oncology Medical Department.institut
Universitari, Corporacié Sanitaria Parc Tauli, Sabadell/SPAIN, *Epidemiology
Department, Corporacio Sanitaria Parc Tauli. Institut Universitari., Sabadell/
SPAIN, “Internal Medicine Department, Corporacié Sanitaria Parc Tauli. Institut
Universitari., Sabadell/SPAIN, *Medical Oncology, Corporacié Sanitaria Parc
Tauli, Sabadell/SPAIN, ®Medical Oncology Department, Consorci Hospitalari de
Vic, Vic/SPAIN, “Medical Oncology Department, Corporacié Sanitaria Parc
Tauli. Institut universitari, sabadell/SPAIN

Background: Every year 1200000 patients (P) are diagnosed of non-small cell lung
cancer (NSCLC) around the world. Despite major advances, survival rates have
improved slightly. The purpose of our study is to analyse the differences found in P
with NSCLC in our Center in two periods of time, 1989 to 1997 and during 2003.

Methods: We used the tumours registry and clinical reports of our Institution to review
863 P with NSCLC diagnosed from 1989 to 1997 (748 P) and during 2003 (115 P). We
analysed basal features (age, sex, stage, histology subtype and grade and Karnofsky
functional index/KFI), type of treatment (surgery (S), chemotherapy (CT),
radiotherapy (RT) or best supportive care/BSC) and outcome.

Results: Our series include 809 men (94%) and 54 women (6%) with a median age at
diagnosis of 67 years (range 32-95). Women were diagnosed older (p<0.05), with more
advanced stage than men (stage 1V 60% vs. 42.8%; p<0.05) and with lower KFI
(p<0.05). Considering localised stage as IA to 1B, mediastinal involvement as I11A-111B
and metastatic disease as IV, the distribution of P was 24.7%, 31.5% and 43.8%,
respectively. S was performed in 187 P (21.7%) and was associated with CT and/or RT
in 88 (47%) of them. With respect to KFI, 24.7% of P had KFI<70% at diagnosis vs.
75.3% with KFI>70%. Median overall survival (OS) was 215d (7.1m). Mortality rate
was 95.2%. Cancer or treatment-related death (TRD) was 90.5%. Comparison of data
showed no differences in age, sex or initial stage at diagnosis between the two periods of
time, but a difference in histology was detected, adenocarcinoma was more frequent in
the second period (32,1% vs. 44.9% ; p 0.002). Likewise, the percentage of P that
received BSC in the nineties decreased in 2003 (44.4% vs. 21.7%; p<0.05) in contrast
with an increase in paliative CT or RT (90’s: 33.3% vs. 2003: 60.9%; p<0.001).
Nevertheless, difference in the median OS between the two periods was only 30d (6.8
vs. 7.8m; log rank p 0.2). Cancer or TRD rate was 90.7% in 90’s vs. 87.3% in 2003.

Conclusion: Data collected from registries can help to observe epidemiological changes
in disease as well as evaluate the real impact of treatment, probably overestimated by
the results obtained in selected P included in trials.
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320P | CIRCULATING GHRELIN LEVELS IN ADVANCED NON-SMALL
CELL LUNG CANCER.

E.M. Karaganagiotoul, P. Boura', K. Dilana®, V. Xyla®, C. Liappa®, I. Gratsias?,
A. Polyzos? K.N. Syrigos*

13rd Department of Internal Medicine, Athens Medical School, Sotiria General
Hospital, Oncology Unit, Athens/GREECE, ?Laiko General Ospital, Medical
Oncology Unit, Athens/GREECE

Objective: Ghrelin is an orexigenic peptide implicated in body weight regulation and
cell proliferation. Cachexia is a multifactorial effect of NSCLC presented in the
advanced disease. The aim of this study was to detect the role of ghrelin in cachexia of
advanced Non Small Cell Lung Cancer (NSCLC) patients as well as its role as

a diagnostic and prognostic tool.

Methods: Serum ghrelin levels were measured in 101 inoperable NSCLC patients
before receiving any therapy (75 patients with weight loss and 26 without weight loss)
and 60 healthy control volunteers. Epidemiological, anthropometrical and laboratory
data were assessed for patients as well as for healthy volunteers.

Results: Increased serum ghrelin levels were determined in patients with cancer
cachexia (0.56+0.24 vs. 0.52+0.44 ng/ml, P=0.017, in patients with weight loss and
without weight loss, respsectively). NSCLC patients presented significantly higher
serum ghrelin levels than healthy subjects after adjustment for sex, age and BMI
(0.5+0.4 vs. 0.4+0.3 ng/ml, P<0.001). Multivariate analysis showed that ghrelin serum
levels at diagnosis could not be used as predictive factors for overall survival or time to
progression.

Conclusions: Ghrelin may be actively involved in the development of NSCLC cachexia.
It may also have a role in lung cancer pathogenesis. Its potential role as a diagnostic tool
needs further evaluation

321P | ESTIMATION OF NUTRITIONAL STATUS IN NON-ELDERLY
METASTATIC LUNG CANCER PATIENTS WITH THE MINI
NUTRITIONAL ASSESSMENT (MNA) TEST

|. Gioulbasanis, A. Kalykaki, L. Vamvakas, A. Pallis, N. Vardakis, E. Saloustros,
A. Karampeazis, G. Sfakiotaki, K. Kalbakis, D. Mavroudis

Department of Medical Oncology, University General Hospital of Heraklion,
Heraklion/GREECE

Aim: Early recognition of cachexia is problematic. MNA test (www.mna-elderly.com)
is a nutritional screening tool that was initially developed for elderly patients. The aim
of this study is to evaluate the relation between MNA score with malnutrition and
disease’s outcomes, in non-elderly lung cancer patients.

Methods: Patients with metastatic lung cancer referred to our hospital during the last 2
years were evaluated with the MNA test and divided into 3 groups (A: adequate
nutrition; B: risk of malnutrition; C: malnutrition). Laboratory measurements
indicative of malnutrition, inflammation and cachexia were recorded as well as
toxicity, infections, response, time to progression (TTP) and overall survival (OS).
Results: Totally 114 patients (97 males) younger than 70 years old [mean age

(+SD) =58.7(+8.3)] were eligible. The percentages and the observed values

(mean + SD) of the studied parameters and comparisons between groups A vs BC and
AB vs C are tabulated as follows:

Group [N (%)] A [39 (34.2%)] B [43 (37.7%)] C [32 (28.0%)] A+B vs C A vs B+C

Age 69.0+7.3 59.2+8.5 59.2+7.4 ns ns

PS 0,6+0,7 11+0.8 16+12 *0.001  *<0.001
Metastatic sites 2.2+0.9 27x10 2610 ns *0.02
Group A B C A+Bvs C Avs B+C
Hb (gr/dl) 13.7+2.1 12.3+17 121+25 *0.024 *<0.001
Alb (gr/dl) 4.2+0.38 3.6+0.5 35+0.5 *0.001 *<0.001
CRP (mg/dl) 3.0x42 6.7£7.9 57+58 ns *0.005
Transferrin (mg/dl) 218.9+51.7 177.9+48.2 208+60.5 ns *0.010
Group A B C A+BvsC A vs B+C
IL-8 (pg/dl) 21.7+31.7 66.1+179.1 196.0+6155  *0.037 *0.005
TNFa (pg/dl)  1435+354 292555 507.8+1181.2 ns ns

1L-6 (pg/dl) 16.5+35.2 32.1+845 16.8+17.3 ns *0.002

*<0.05 ns: non significant MNA score was not related to sex, histologic type, toxicity or
infections during the 1st line treatment, TTP or OS but there was a marginal relation
with response to 1st line therapy (p=0.058).

Conclusion: MNA score is an easy and reliable questionnaire that can be used to
identify early cachexia in non-elderly lung cancer patients.
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322P | PHASE | STUDY OF WEEKLY AMRUBICIN IN PATIENTS WITH
REFRACTORY OR RELAPSED LUNG CANCER: CENTRAL
JAPAN LUNG STUDY GROUP (CJLSG) 0601 TRIAL

C. Kitagawa®, H. Saka?, T. Adachi®, S. Kajikawa?, K. Mori?, Y. Kogure?, M. Oki?,
K. Shimokata®*

1Respiratory Medicine, NationalHospital Organization Nagoya Medical Center,
Nagoya/JAPAN, 2Respiratory Medicine, Nagoya Medical Center, Nagoya/
JAPAN, ®Respiratory Medicine, Nagoya Medical Center, Nagoya/JAPAN,
“Department of Biomedical Sciences, Chubu University, Kasugai/JAPAN

Background: Amrubicin (AMR) is a potent topoisomerase Il inhibitor and

a promising agent for both small cell and non-small cell lung cancer. Usually AMR
was administered intravenously on days 1-3. However, it causes severe,

occasionally fatal, toxicity of leucopenia and neutropenia. In previous trials, the weekly
schedule had a higher dose intensity, because of lower adverse effects, and equivalent
anti-tumor activity. The purpose of this study was to evaluate the safety and
tolerability, to determine the recommended weekly AMR dose, and to conduct

a pharmacokinetic study in patients with chemotherapy-refractory or recurrent lung
cancer.

Methods: Refractory or relapsed non-small cell and small cell lung cancer patients with
adequate main organ functions were eligible. The AMR was initiated with 45 mg/m?
given weekly (repetition of dose on 1st/8th day with 15th day rest). If there was no
dose-limiting toxicity (DLT) in each 3-person cohort, then the AMR dose was
incrementally increased by 5 mg/m?2. DLT was assessed on 1st cycle.

Results: Sixteen patients were enrolled; 6 were female, 10 were male. Median age was
68.5 (38-76). Seven patients had small cell lung cancer and 9 had non-small cell lung
cancer. As prior chemotherapy, 14 patients had a 1 platinum-based regimen and 2 had
a 2 platinum-based regimen. 54 cycles (median: 3, range: 1-6) were administered at 5
dose levels. There was no DLT at the 45 to 60 mg/m? level. At the 65 mg/m? level, 3
patients had DLTs. 1 was grade 3 (CTCAE v.3.0) in AST/ALT, 1 was grade 3 febrile
neutropenia, and 1 was grade 4 neutropenia.

Conclusion: The maximum tolerated dose was 65 mg/m?. The recommended weekly
AMR dose was 60 mg/m?.

AMRUBICIN (AMR) VS TOPOTECAN AS SECOND-LINE
TREATMENT OF EXTENSIVE-DISEASE SMALL CELL LUNG
CANCER (SCLC) SENSITIVE TO PLATINUM-BASED FIRST-
LINE CHEMOTHERAPY: A RANDOMIZED PHASE 2 TRIAL

R.M. Jotte!, C. Reynolds?, P. Conkling®, U. Jungnelius®, J. Oliver®

Med Director, Lung Cancer Clinic of The Rockies, Rocky Mountain Cancer
Centers, Denver/UNITED STATES OF AMERICA, 2Lung Research Committee,
US Oncology, Houston/UNITED STATES OF AMERICA, *Hematology-
oncology, Virginia Oncology Associates, Norfolk/UNITED STATES OF
AMERICA, “Oncology, Solid Tumors, Celgene Corporation, Summit/UNITED
STATES OF AMERICA, ®Oncology, Celgene Corporation, San Francisco/
UNITED STATES OF AMERICA

Background: SCLC accounts for about 13% of lung cancers and presents as extensive
disease (ED-SCLC) in 60%-70% of patients (pts). Pts sensitive to 1% line therapy have
an expected response rate to 2" line therapy of 25%. This study assesses whether
single-agent AMR, a synthetic anthracycline analog and potent DNA topoisomerase 11
inhibitor previously shown to be active, improves response rates in SCLC pts compared
to standard therapy.

Methods: This Phase 2 open-label, multicenter trial compares 2" line therapy with
AMR vs topotecan in ED-SCLC pts (=18 years, ECOG performance status <2) sensitive
to 1% line platinum-based therapy (recurrence or progression >90 days after 1st line
therapy). Pts were to be randomized 2:1 to AMR 40 mg/m? by IV infusion on Days 1-3
or topotecan 1.5 mg/m? by 1V infusion on Days 1-5 of a 21-day cycle. Therapy was
continued until disease progression, unacceptable toxicity, or withdrawal. The primary
endpoint was response (RECIST). Progression-free survival (PFS) and overall survival
(OS) were also measured. 75 evaluable pts were to be randomized: 50 to AMR, 25 to
topotecan.

Results: Enrollment to the study is closed with 76 pts. At data cutoff, response data
were available for 47 AMR and 17 topotecan pts with at least 1 cycle of drug. Mean
number of cycles administered was 4.8 for AMR (range 1-14) and 3.3 for topotecan
(range 1-12). To date, there are 18 (38%) confirmed responses to AMR: 14 partial (PR)
(30%) and 4 complete (CR) (8%); 3 additional PRs (6%) are pending follow-up scans.
There is 1 confirmed PR to topotecan (6%) and 2 additional PRs (12%) pending
follow-up scans. PFS and OS data will be presented at the meeting. 72 pts are evaluable
for safety. Adverse events of fatigue, nausea, and myelosuppression were most often
reported. No trends for classic anthracycline-induced cardiotoxicity have been
observed. 3 AMR pts and 1 topotecan pt died of neutropenic sepsis during Cycles 1 or
2. This is consistent with death rates due to neutropenic sepsis reported in literature for
SCLC pts.

Conclusions: AMR provides promising response rates and acceptable safety vs
topotecan as 2™ line therapy in sensitive ED-SCLC pts.
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324P | AN ONGOING PHASE 1 STUDY OF ABT-263 IN PATIENTS
WITH RELAPSED SMALL CELL LUNG CANCER AND OTHER
SOLID TUMORS
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19 ung Cancer Therapeutics Program, Johns Hopkins University, Baltimore/
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Background: ABT-263 is a novel, BH3 mimetic that binds with high affinity (Ki <1
nM) and inhibits multiple antiapoptotic Bcl-2 family proteins. ABT-263 displays
potent mechanism-based activity (EC50 <1 IM) against human tumor cell lines
derived from lymphoid and small cell lung cancers (SCLC). Mechanistic toxicities
observed preclinically include inhibition of spermatogenesis, reduction in circulating
lymphocytes and decreased circulating platelet survival, presumably mediated by Bcl-
w, Bcl-2 and Bcl-XL, respectively.

Methods: The safety and pharmacokinetic (PK) profile of ABT-263 at fixed daily doses
(14 of 21 days) were studied in a phase 1 trial of patients with relapsed or refractory
SCLC or other solid tumors employing a continuous reassessment method (CRM)
based on toxicity data to guide dose escalation.

Results: 30 subjects enrolled in this ongoing study (dose range: 10 to 425 mg). ABT-263
exposures were dose-proportional with an average peak time of 8 h and half-life of 14
to 20 h. The PK properties of ABT-263 were time-invariant during the first 14 days of
dosing. Body weight or body surface area did not affect the AUC of ABT-263. Two
drug-related grade 4 thrombocytopenia dose limiting toxicities (DLTs) were observed,
one at each of the 325 and 425 mg doses; one DLT of fatal respiratory failure occurred
at 10 mg. The observed mechanism-based, dose-related thrombocytopenia was
consistent with preclinical models. Typically, platelet nadir occurred early in the cycle
with recovery during continued dosing. At 325 mg, the median, minimum and
maximum platelet nadirs as a fraction of baseline were 30%, 10% and 40%, respectively
and at 425 mg were 19%, 9% and 31%, respectively. Stable disease (SD) was noted in 6
patients at cycle 2 assessments: 1 patient dosed at 10 mg (SCLC), 3 patients dosed at
130 mg (1 carcinoid & 2 SCLC), and 2 patients dosed at 325 mg (1 NSCLC & 1
carcinoid).

Conclusions: ABT-263 is a novel, orally bioavailable small molecule Bcl-2 family
protein inhibitor that appears well tolerated up to 425 mg daily (14 of 21 days). The
induced mechanism-based transient decrease in circulating platelets appears
manageable, predictable and confirms on target activity.

COMPARISON OF THE SEQUENTIAL VERSUS THE
ALTERNATE ADMINISTRATION OF CISPLATIN-ETOPOSIDE
AND TOPOTECAN REGIMENS AS FIRST LINE TREATMENT
IN EXTENSIVE STAGE SMALL CELL LUNG CANCER (SCLC) -
FINAL ANALYSIS OF A MULTICENTER TRIAL

S. Baka', D. Mavroudis?, A. Agelidou®, M. Veslemes?, I. Boukovinas?®,

N. Androulakis?, A. Kotsakis?, A. Gerogianni®, X. Tsiafaki, V. Chandrinos*
Horg, Hellenic Oncology Research Group, Athens/GREECE, 2Horg, Hellenic
Oncology Research Group, Heraklion/GREECE, *Horg, Hellenic Oncology
Research Group, Thessaloniki/GREECE

Aim: Sequential administration of 5-days, single agent topotecan, following treatment
with cisplatin/etoposide increased the objective response rate in patients with SCLC,
with acceptable toxicity. A phase I11 randomized, multicenter trial of sequential, versus
the alternate administration of cisplatin-etoposide and topotecan regimens as first line
treatment in extensive stage small cell lung cancer (SCLC) was conducted. The primary
end-point was the survival.

Methods: Patients were randomized to receive cisplatin 75mg/m? IV day 1 and
etoposide 100mg/m?/d IV days 1, 2 and 3 every 21 days and for 4 cycles, followed by
topotecan 1.5mg/m%d IV X 5 days, every 21 days and for 4 cycles (arm A) versus
cisplatin 75mg/m? IV day 1 and etoposide 100mg/m?/d IV days 1, 2 and 3 for cycles 1,
3, 5, 7 and topotecan 1.5mg/m?/d IV X 5 days for cycles 2, 4, 6, 8 (arm B).

Results: 364 patients (183 for arm A and 181 for arm B) were randomized. Pre-
treatment characteristics were well balanced for stage, performance status, age and loss
of weight. Compliance to treatment has been found to be similar in both groups. One-
year survival rates for the A arm was 43.8% and 36,5% for the B arm (p= NS). Median
survival was 10.9 months (A) and 9.8 months (B). Overall response rates for A and B
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were 51,4 % and 55,2% respectively. Duration of response was similar in both
regimens, 4.3 months for the sequential arm and 5.2 for the alternate arm. Patients
experienced similar lethargy, diarrhoea, neurotoxicity and stomatitis, but more
infections on the B arm. Grade 3 and 4 neutropenia were observed in 55.8 % patients
on the A arm vs. 54.7 % on the B arm. Thrombocytopenia was 19.7% vs. 23.2% and
anaemia 13.1% vs. 11.6%.

Conclusions: Sequential versus the alternate administration of cisplatin-etoposide and
topotecan regimens as first line treatment in extensive stage SCLC patients is associated
with acceptable and comparable toxicity for both arms, with no significant difference in
terms of response rate, duration of response and overall survival.

GENDER IN SMALL-CELL LUNG CANCER (SCLC): AN
ANALYSIS OF CHEMOTHERAPY TRIALS FROM THE
MANCHESTER LUNG CANCER GROUP (MLCG) AND THE UK
MEDICAL RESEARCH COUNCIL CLINICAL TRIALS UNIT
(MRC CTU)

P. Wheatleg—Pricel, C. Ma?, L.F. Ashcroft®, M. Nankivell*, R.J. Stephens®,
S.C. White®, P. Lorigan®, N. Thatcher®, F.H. Blackhall®, F.A. Shepherd®
Division of Medical Oncology, Princess Margaret Hospital, Toronto/CANADA,
2Department of Biostatistics, Princess Margaret Hospital, Toronto/CANADA,
3Department of Biostatistics, Christie Hospital, Manchester/UNITED KINGDOM,
“Clinical Trials Unit, Medical Research Council, London/UNITED KINGDOM,
Department of Medical Oncology, Christie Hospital, Manchester/UNITED
KINGDOM

The proportion of SCLC patients who are women has increased over recent decades. A
Canadian analysis of 1006 patients in chemotherapy trials demonstrated improved
survival among women, but with greater toxicity. To independently validate these
findings we analysed recent UK SCLC studies. Six phase 11l chemotherapy trials,
performed by the MLCG and MRC CTU between 1993 and 2005, were pooled for
analysis. Two trials investigated a dose-dense approach and 4 trials compared
chemotherapy regimens. Endpoints included overall survival (OS), response rate (RR),
haematological and non-haematological toxicity. Of 1707 patients treated, 749 (44%)
were women. At study entry women had poorer performance status (PS) (57% v. 67%
ECOG PS 0-1 or Karnofsky 80-100, p=0.0004) and were more likely to be of normal or
underweight (57% v. 48%, p=0.003), but less likely to be anaemic (25% v. 62%,
p<0.0001) or have elevated creatinine (3% v. 14%, p<0.0001). There were no
differences in age, stage or type of chemotherapy received. Unlike the Canadian series,
overall RR between women and men were similar (77% v. 75%, p=0.64). In univariate
analysis, female sex, good PS, limited stage, dose-dense therapy, platinum-based
therapy and normal baseline haemoglobin and leucocytes predicted for better survival.
In multivariate analyses, after adjusting for these factors, female sex was still associated
with significantly longer OS (adjusted hazard ratio 0.85, 95% confidence interval 0.76—
0.96, p=0.006; 42% v. 36% 1-year survival, 10.2 v. 9.6 months median survival), as seen
in previous analyses. Women experienced marginally more leucopenia of any grade
(75% v. 71%, p=0.05) but there was no difference in grade 3 or 4 haematological
toxicities. Women experienced more severe nausea or vomiting (18% v. 9%, p<0.0001)
and mucositis (13% v. 8%, p=0.005). There was no difference in infection rates, blood
or platelet transfusions or treatment related deaths. In conclusion, women treated with
chemotherapy for SCLC survive modestly longer than men, but experience greater grade 3
or 4 non-haematological toxicity. These results validate findings of previous studies.

327P | PHASE Il STUDY OF IRINOTECAN PLUS CISPLATIN
FOLLOWED BY AMRUBICIN IN PATIENTS WITH EXTENSIVE-
STAGE SMALL-CELL LUNG CANCER (WJTOG 0301)

Y. Iwamoto?, M. Kobayashi?, K. Matsui?, H. Yamamoto®, K. Yamazaki®, H. saka®,
T. Sawa®, K. Shibata’, K. Takeda®, K. Nakagawa®

1Chemotherapy Division, hiroshima city hospital, hiroshima/JAPAN,
2Respiratory Medicine, Osaka Prefectural Medical Center for Respiratory and
Allergic Diseases, habikino/JAPAN, 3Respiratory Medicine, lizuka Hospital,
lizuka/JAPAN, “Internal Medicine, Hokkaido University Hospital, Sapporo/
JAPAN, °Respiratory Medicine, nagoya medical center, nagoya/JAPAN,
SRespiratory Medicine, Gifu Municipal Hospital, Gifu/JAPAN, ‘Medical
Oncology, Kouseiren Takaoka Hospital, Takaoka/JAPAN, 8Medical Oncology,
Osaka City General Hospital, Osaka/JAPAN, °Medical Oncology, Kinki
university, Sayama/JAPAN

Background: The combination chemotherapy of irinotecan (CPT-11), that is

a topoisomerase (topo) I inhibitor, and cisplatin (CDDP) is one of the standard
treatments in patients with extensive-stage small-cell lung cancer (SCLC). Amrubicin
(AMR), that is a novel 9-aminoanthracycline, inhibits topo I1. Some preclinical studies
reported that a combination of topo I and 1 inhibitors shows a synergistic cytotoxicity.
We investigated the sequential chemotherapy that consisted of CPT-11 plus CDDP
followed by AMR in patients with extensive-stage SCLC.

Methods: Eligible patients had an ECOG performance status of 0 or 1, an age of < 70
years, measurable lesions, and adequate organ functions. Treatment consisted of CPT-
11 60 mg/m? on days 1 and 8 plus CDDP 60 mg/m? on day 1 every three weeks for three
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cycles, and then AMR 40 mg/m? on days 1 to 3 every three weeks for three cycles. We
evaluated the efficacy and toxicity of this treatment.

Results: From Sep. 2004 to Sep. 2006, 45 patients were enrolled, of whom, 43 patients
were assessable for response and survival, and 44 patients were assessable for toxicity.
Twenty-eight (64%) patients received full planned chemotherapy. One patient
achieved a CR and 33 patients had a PR, with a response rate of 79% (95% Cl, 64% to
90%). The median overall survival time was 15.4 months and the median progression-
free survival was 6.5 months. The major toxicity was myelosuppression. Grade 3 or 4
neutropenia, neutropenic fever, and anemia occurred in 57%, 7%, and 7% of patients
during the CPT-11 plus CDDP phase, and 91%, 15%, and 27% of patients during the
AMR phase, respectively. No treatment-related death was observed.

Conclusions: CPT-11 plus CDDP followed by AMR is an effective and well-tolerated
treatment in patients with extensive-stage SCLC. It is likely that the sequential AMR
prolongs the survival.

CPT-11- CARBOPLATIN WITH EARLY CONCURRENT
RADIOTHERAPY (CT/RT) IN LIMITED-STAGE SMALL CELL
LUNG CANCER (LS-SCLC) PATIENTS (PTS). A PHASE I
STUDY

M. Domine, A. Leon, V. Casado, G. Rubio, I. Martin, C. Arlanzon, C. Ortega,
N. Ramirez, R. Fuentes, F. Lobo

Oncologia, Fundacion Jimenez Diaz .Universidad Autonoma de Madrid, Madrid/
SPAIN

Background: Chemotherapy combination of Carboplatin and CPT-11 has proven to
be active in pts with extensive stage SCLC. We conducted a prospective phase 11 study
to determine the activity and safety of this combination with CT/RT in previously
untreated LS-SCLC pts.

Patients and methods: The main objective was response rate (RR) and the secondary
safety and overall survival. Eligibility included: measurable disease, ECOG PS 0-2,
informed consent and adequate hepatic, renal and bone marrow function. Treatment
consisted of: CPT-11: 60mg/m? IV followed fo Carboplatin AUC = 3 IV D1, 8 Q 21D
for 6 cycles, and concurrent RT 2.0 Gy daily to a total of 60.0 Gy, beginning in the 2"
cycle. The dose of CPT-11 and carboplatin was reduced to 50 mg/m? and AUC: 2
respectively during CT/RT (cycles: 2" - 4™). Patients with complete response (CR)
received PCI (2.0 Gy X 10) after completion chemotherapy.

Results: Thirty-one pts were evaluable for response. The total number of cycles
administered was 175 with a median of 6 (range 2-6). The relative dose-intensities of
CPT-11 and carboplatin were 84% and 87% respectively. Median of follow-up was 14
months. In intent to treat analysis the RR was 94%, twenty pts achieved a CR and 11 pts
a PR. Median duration of response, median time to progression and median

survival were 14, 21 and 23 months respectively. Grade 3-4 (NCI-CTC 3.0) toxicity (per
cycle) included: neutropenia (14%), thrombocytopenia (14%), anemia (5%),
diarrhea (12%), vomiting (5%). There were two episodes of typhitis and four episodes
of febrile neutropenia, however there were no treatment-related deaths.

Conclusions: CPT-11- carboplatin combined with early CR/RT is highly active with
a favorable median survival. The profile of toxicity is adequate in pts with LS-SCLC.
Further development of this combination is warranted.

PHASE Il STUDY OF AMRUBICIN (AMR) COMBINED WITH
CARBOPLATIN (CBDCA) FOR ELDERLY PATIENTS WITH
SMALL CELL LUNG CANCER (SCLC). (NORTH JAPAN LUNG
CANCER GROUP 0405)

A. Nakamura®, S. Sugawara?, M. Harada®, K. Usui, T. Suzuki®, H. Yokouchi®,
M. Maemondo’, T. Nukiwa®, A. Inoue®

Respiratory Medicine, Tohoku University Hospital, Sendai/JAPAN,
2Department of Respiratory Medicine, Sendai Kosei Hospital, Sendai/JAPAN,
SDepartment of Respiratory Medicine, Hokkaido Cancer Center, Sapporo/
JAPAN, 4Department of Respiratory Medicine, Kanto Medical Center NTT-EC,
Tokyo/JAPAN, *Department of Respiratory Medicine, Isawa Hospital, Oshu/
JAPAN, ®Department of Respiratory Medicine, lIwamizawa Rosai Hospital,
Iwamizawa/JAPAN, ‘Department of Respiratory Medicine, Miyagi Cancer
Center, Natori/JAPAN, ®Department of Respiratory Oncology and Molecular
Medicine, Institute of Development, Aging, and Cancer, Tohoku University,
Sendai/JAPAN

Background: AMR, a new anthracycline agent, is active for SCLC. We had previously
reported a phase | study of AMR combined with CBDCA for elderly patients with
SCLC (J Thorac Oncol 1:551,2006). The objective of this study is to evaluate the
efficacy and the safety of this combination for elderly patients with SCLC.

Methods: Elderly patients (70 years or older) with SCLC received AMR (35 mg/m2,
day1-3) and CBDCA (AUC 4.0, day1) every 3 weeks. The primary endpoint was overall
response rate (ORR), and secondary endpoints were progression-free survival (PFS),
overall survival and toxicity profile. Assuming that ORR of 60% in eligible pts would
indicate potential usefulness while ORR of 40% would be the lower limit of interest,
with alpha = 0.10 and beta = 0.20, the estimated accrual was 30 patients.
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Results: From January 2005 to November 2007, 36 pts were enrolled from 11
institutions. Patient characteristics were: Male/Female 27/9; median age 76 (range 70-
83); Performance status 0/1 17/19. The median numbers of treatment cycles were 4
(range 2-7). The objective responses were: CR 1, PR 31, SD 2, PD 2 and the ORR
was 89%. Median PFS was 150 days. Grade 3-4 neutropenia was observed in all the
patients and 5 patients (14%) suffered from grade 3-4 febrile neutropenia. Other grade
3 non-hematological toxicities such as nausea, infection, fatigue, were observed in 11
patients (31%). No treatment related death was observed.

Conclusions: AMR combined with CBDCA is quite effective for SCLC with acceptable
toxicities even for the elderly population. Further evaluation of this regimen is
warranted.

INDUCTION CHEMOTHERAPY FOLLOWED BY SEQUENTIAL
RADIOTHERAPY OR CHEMORADIOTHERAPY IN LIMITED
STAGE SMALL CELL LUNG CANCER - EXPERIENCE FROM A
SINGLE TERTIARY INDIAN CANCER CENTRE

N.S. Ghadyalpatil, H. Menon, R. Bharath, K. Prabhash, S. Hingmire,
P. Narayanan, J.P. Aggarwal, S. Pramesh, P. Parikh
Medical Oncology, Tata Memorial Hospital, Mumbai/INDIA

Background: Limited stage SCLC is treated with curative intent using an aggressive
combined modality approach which includes chemotherapy and radiotherapy. We
analyzed our data of patients with limited stage SCLC treated with induction
chemotherapy followed by sequential radiotherapy or chemoradiotherapy.

Methods: Records of patients treated during 2003-2006 were analyzed. The response to
treatment and outcome was studied.

Results: Records of a total of 23 patients were available for analysis. The group
consisted of 21 males and 2 females between 32 and 69 years of age (Median age-51
years). Twenty two of 23 patients were smokers. Four patients presented with superior
vena-caval obstruction. All patients received initial combination chemotherapy with
either Cisplatin-Irinotecan (n=17) or cisplatin-etoposide (n=6). Thereafter, 12 out of
23 patients (52%) received sequential chest irradiation (50Gy in 25 fractions) while 6
out of 23 (26%) received concurrent chemoradiation with weekly cisplatin (same
radiotherapy doses). Only 9 patients had adequate performance status to receive
prophylactic cranial irradiation (PCI) as part of planned treatment. Complete response
(CR) was seen in 3 out of 23 patients while partial response (PR) was seen in 11 patients
yielding an overall response rate of 60.8%. Stable disease was noted in two patients
while progressive disease was encountered in 5 patients. Two patients were lost to
follow up. Among the responders at a median follow up of 9 months (11-46 months), 6
patients are disease free while 10 experienced disease progression. The median relapse-
free survival for the group was 9 months (CI - 8 to 10.5 months). All six patients who
remain disease free are those who received PCI.

Conclusions: Combined modality approach is integral to the treatment of limited stage
SCLC yielding high response rates. We used induction chemotherapy followed by
radiotherapy since our patients presented with large volume limited stage disease. PCI
should be exercised in all patients with limited stage SCLC in order to improve long
term outcomes.

PHASE | STUDY OF SAGOPILONE (ZK-EPO) IN
COMBINATION WITH CISPLATIN IN PATIENTS WITH
CHEMOTHERAPY-NAIVE EXTENSIVE-DISEASE SMALL-
CELL LUNG CANCER (ED-SCLC)

T.C. Gauler*, D. Christoph?, F. Gamarra?, H.G. Fuhr®, C. Gonschorek®,

M. Giurescu®, N. Frickhofen®, R.M. Huber?, M. Schuler®, W. Eberhardt’

West German Cancer Centre, University Hospital of Essen, Essen/GERMANY,
20ncology, University of Munich, Munich/GERMANY, *Oncology, HSK,
Wiesbaden/GERMANY, “Oncology, Bayer Schering Pharma AG, Berlin/
GERMANY, 5Global Clinical Development - Oncology, Bayer Schering Pharma
AG, Berlin/GERMANY, ®Innere Klinik Und Poliklinik (tumorforschung), University
of Essen, Essen/GERMANY, "Dept. of Internal Medicine, West German Cancer
Center, Essen/GERMANY

Rationale: Although improvements have been made in the treatment of ED-SCLC,
overall results remain disappointing, and there is a clear need to evaluate innovative
and less toxic chemotherapeutic agents in this tumor type. Sagopilone, a novel
epothilone, has been found to be active and well tolerated in a Phase | single-agent trial,
with peripheral neuropathy being the major dose-limiting toxicity (DLT).

Patients and Methods: We have evaluated the maximum tolerated dose (MTD) of
sagopilone combined with cisplatin (P) as 1st-line treatment in patients (pts) with ED-
SCLC. Pts with measurable chemotherapy-naive ED-SCLC were to receive a 3-h
infusion of sagopilone followed by a fixed dose of P (75 mg/m? 1-h infusion) d1 q3w.
Dose escalation of sagopilone included 12 mg/m? (Lst cohort), 16 mg/m? (2nd cohort),
and 22 mg/m? (3rd cohort). A total of 6 pts were planned to be treated at each dose
level, with dose escalation halted in the event of >1 DLT per cohort.

Results: As of March 2008, 19 pts (14 male, 5 female) have been enrolled, with
amedian age of 60 years (range 43-74). Safety data are currently available for a total of 6
pts in the 1st cohort, 7 pts in the 2nd, and 3 pts in the 3rd: no DLTs have been observed
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at dose levels 1 or 2, a single DLT of grade (gr) 3 bone pain was reported in the 3rd
cohort, and the MTD has not yet been reached. Peripheral sensory neuropathy was the
most commonly observed drug-related toxicity occurring in 10/16 pts, with gr 1 in
13%, gr 2in 31%, gr 3 in 19% of pts, and no gr 4 reported. Other drug-related toxicities
(all grades >20%) were: nausea (63%), vomiting (56%), pain in the extremities (44%),
fatigue (31%), vertigo (31%), anemia (25%), insomnia (25%), and anorexia (25%).
Objective responses have been observed in 8/13 (62%) evaluable pts (all partial
responses, 5 confirmed).

Conclusions: A combination of 75 mg/m? P and sagopilone up to a dose of 22 mg/m
was safely administered to pts with ED-SCLC, and showed promising clinical activity.
Further results of the 22 mg/m? cohort will be available at the meeting, but Phase 11
evaluation of this combination in ED-SCLC appears to be warranted.

2

DARBEPOETIN ALFA (DA) DID NOT APPEAR TO AFFECT
PROGRESSION FREE SURVIVAL (PFS) AND OVERALL
SURVIVAL (OS) ADVERSELY IN PATIENTS WITH SMALL CELL
LUNG CANCER (SCLC): A RANDOMIZED PHASE Il TRIAL OF
HIGH DOSE CHEMOTHERAPY WITH CARBOPLATIN AND
ETOPOSIDE WITH OR WITHOUT CONCOMITANT
DARBEPOETIN ALFA

S. Nagel', W. Engl-RiedI?, S. Guetz®, C. Schumann®, O. Kellner®, W. Schuette®
IKlinik Fuer Innere Medizin li, Krankenhaus Martha-Maria Halle-Doelau GmbH,
Halle/GERMANY, 2Ambulante Onkologie, Lungenklinik Koeln-Merheim, Koeln/
GERMANY, *Pneumologische Onkologie, Robert-Koch-Klinik Leipzig, Leipzig/
GERMANY, “Pneumology, University Clinic, Um/GERMANY, ®Onkologie,
Municipal Hospital Dessau, Dessau/GERMANY

Background: Several studies have shown lack of survival benefit in patients (pts) with
SCLC receiving chemotherapy treated with erythropoiesis-stimulating agents but have
shown significant reduction in the incidence of blood transfusions and improvement in
quality of life.

Obijectives: A phase Il trial of treatment with darbepoetin alfa (DA) was conducted in
pts with SCLC receiving high dose chemotherapy with carboplatin / etoposide. Primary
objective was progression free survival (PFS), secondary objectives were overall survival
(0S), response rate (RR), toxicity, transfusion incidence, course of Hb level over time
and quality of life (QoL).

Patients and methods: From 2004 to 2007, pts (n=74) with either limited or extensive
stage of SCLC were randomly assigned (1:1) to receive either DA (group A) or not
(group B). Up to 6 cycles Chemotherapy were given as carboplatin AUC 5-6 on day 1
and etoposide 100-120 mg/m? on day 1, 2, 3, then every two weeks. Also GCSF
(pegfilgrastim 6mg sc) was administered on day 4. DA (3001g) was administered every
2 weeks when Hb <12 g/dL, but withheld if Hb >14 g/dL and then resumed once
Hb <13 g/dL.

Results: PFS was 7.0 months in each group; RR was similar in both groups: 72.2% in
group A vs 69.4% in group B. The one-year OS rate was similar in both therapeutic
groups. More than a third of pts received all 6 cycles of chemotherapy. Fewer pts
receiving DA received RBC transfusions (19.4% of pts) compared to 38.9% of pts in
group B, but this difference was not significant. Similar incidences of grade 3 and 4
toxicities were observed between groups. Only 30% of pts were evaluable for quality of
life (measured by EORTC QLQ-C30 score). There was a slight beneficial trend for pts
receiving concomitant DA until first follow up.

Conslusions: Similar rates of PFS and OS, as well as similar response rates in both
treatment groups were observed. Use of DA did not appear to affect survival adversely
and decreased the rate of transfusions.

The study was supported by AMGEN GmbH.

333P | MAINTENANCE OR CONSOLIDATION THERAPY IN SMALL
CELL LUNG CANCER (SCLC): A SYSTEMATIC REVIEW AND
META-ANALYSIS

A. Rossit, M.C. Garassino?, P. Sburlati?, M. Cinquini®, C. Grideli*, G. Farina?, V.
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Milano/ITALY, “Oncology, Azienda Ospedaliera S. Giuseppe Moscati, Avellino/
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Background: Several therapeutic approaches tried to improve the outcome of SCLC
which remains poor. Among these, maintenance or consolidation therapy employing
chemotherapy, interferon and biologic agents were evaluated, reporting conflicting
results. To assess the role of this approach, we did a pooled analysis of all randomized
trials (RCTs) in order to estimate the single effect of interferons, other
immunotherapies, antiangiogenetic agents and chemotherapy.

Materials and methods: PubMed, Medline, and Embase databases were searched for
RCTs, comparing maintenance or consolidation therapy versus placebo or follow-up
alone. Also abstracts presented at the main international meetings until March 2008
were analysed. Hazard ratios (HRs) for progression-free survival (PFS) and overall
survival (OS), with relative 95% confidence intervals (CI) were derived.
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Results: Twenty four RCTs (5212 patients) were eligible for the present analysis: 4
employing interferons, 5 antiangiogenetic agents, 1 other immunotherapy and 14
chemotherapy. A statistically significant reduction of mortality was detected (HR 0.80
95%CI 0.68-0.94 p=0.008) in the studies assessing the efficacy of interferons, while no
evidence of benefit was demonstrated for antiangiogenetic agents. Analysis for
chemotherapy is ongoing.

Conclusions: Maintenance or consolidation approach with interferons improves
survival in SCLC. New RCTs needed to further refine the place of this approach in the
management of SCLC. Final results and their comparison, including maintenance or
consolidation chemotherapy, will be presented at ESMO 2008.

334P | PHASE Il CLINICAL TRIAL OF NGR-HTNF, A NOVEL
VASCULAR TARGETING AGENT (VTA), AS SECOND-LINE
THERAPY IN MALIGNANT PLEURAL MESOTHELIOMA
(MPM)

G.L. Ceresoli*, V. Gregorc?, P.A. Zucali*, C. Noberasco®, E. Bajetta®, A. Santoro?,
M.G. Vigano?, F. Caligaris-Cappio?, A. Lambiase®, C. Bordignon®
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Background: NGR-hTNF is a VTA exploiting a tumour-homing peptide (NGR) that
selectively binds to aminopeptidase N/CD13 highly expressed on tumour blood vessels.
In preclinical models, NGR-hTNF showed antitumour activity both at low and at high
doses.

Methods: Patients (pts) with advanced MPM were treated with low-dose NGR-hTNF
given at 0.8 Ig/m? as 1-hour intravenous infusion every 3 weeks (q3w). This dose was
previously selected in phase | trial based on dynamic imaging changes and preliminary
clinical activity. The trial had a 2-stage design with 16 and 27 pts to be enrolled.
Progression-free survival (PFS) was the primary endpoint with reassessment performed
g6w according to MPM-modified RECIST criteria.

Results: From May 2007 to January 2008, forty-three pts with progressive disease after
pemetrexed/platinum-based regimens were enrolled. Globally, 41 pts were treated with
142 cycles (median, 2; range, 1-14). 16 pts (39%) and 10 pts (24%) have received >4
and =6 doses, respectively. Pts characteristics were: median age 64 years (range, 34-80);
M/F 27/14; histology epithelial/non-epithelial (E/NE) 32/9; PS 0/1/2 24/10/7, EORTC
prognostic score (EPS) good/poor 32/9. Eighteen pts (44%; 95% CI, 29-59%) had
stable disease with a median duration of 4.4 months (95% Cl, 3.5-5.3). Median and
3-month PFS were 2.8 months (95% ClI, 1.7-3.4) and 43% (95% ClI, 26-59%),
respectively. To date, seven pts (17%) remain on treatment (range, 3.4-10.5 months)
and 34 pts (83%) are still alive (range of follow-up, 0.7-11.5 months). In an
exploratory subset analysis, there were no differences in PFS between pts with good and
poor EPS, E and NE histology, PS 0 and 1-2, and pts younger and older than the
median age. Neither grade 3-4 treatment-related adverse events nor toxicity-related
death were observed. Most common grade 1-2 toxicities per patient were transient
infusion-related constitutional symptoms, including chills (59%) and fatigue (18%).
Currently, an additional cohort of 12 pts is treated with a weekly schedule.

Conclusion: NGR-hTNF is well tolerated and shows evidence of disease control in
chemo-pretreated MPM patients. The drug will be further developed as single agent in
this setting.

335P | USE OF PEMETREXED WITH OR WITHOUT PLATIN IN
MALIGNANT PLEURAL MESOTHELIOMA IN ITALY

B. Castagneto®, A. Santoro?, F. Russo®, M. Pacini®, L. Berteli®, M. Marangolo*
10ncology, Ospedale San Giacomo, Novi Ligure (AL)/ITALY, 20Oncology, Istituto
Humanitas, Milan/ITALY, 2Oncology, Lilly Italy, Sesto Fiorentino (FI/ITALY,
“Oncology and Hematology, Istituto Oncologico Romagnolo, Ravenna/ITALY

Background: This study evaluated the effects of pemetrexed(P)single agent or
combined with cisplatin(Cl)or carboplatin(CA)in patients with malignant pleural
mesothelioma. The results of Italian patients within the Expanded Access Program of P
are presented.

Methods: Chemotherapy-naive or previously-treated patients not eligible for curative
surger%/ and with adequate organ function, received P 500 mg/m?combined with CI 75
mg/m~(P/Cl,option 1),as single agent(P,option 2)or combined with CA at an AUC of 5
mg/mL-min(P/CA,option 3),all given i.v. every 21 days together with folic acid and
vitamin By,.

Results: 1032 patients (275 P/CI, 375 P, and 382 P/CA) were treated (mean age 64.1
years). 886 (253 P/CI, 292 P, and 341 P/CA) were evaluable for efficacy (48% with
performance status > 90). The following table shows the results of best response

[n, (%)].

Volume 19 | Supplement 8 | September 2008

Chemo- Previously P/CI N(%) P N(%) P/CA

naive N(%)  treated N(%) N(%)
RR 95%CI 113 (20.9) 34 (10.0) 64 (25.3) 22 (7.5) 62 (18.2)
17.5-24.6 7.0-13.7 20.1-31-1 48-112  14.2-22.7
SD 270 (49.9) 157 (46.0) 122 (48.2) 136 (46.6) 170 (49.9)
PD 140 (25.9) 138 (40.5) 58 (22.9) 124 (425) 98 (28.7)

The one-year survival rate was 67.5%(95% C.1.46.2-88.9)with P/CI,75.0%(66.9-
83.0)with P and 73.9%(59.3-88.4)with P/CA.The median number of cycles was 4.0
with P and 6.0 with other regimens.The relative dose intensity of P was greater than
96% with all options. Grade 3/4 neutropenia occurred in 20.2% of patients on P/Cl, in
15.4% on P, in 28.6% on P/CA, and was reported in 24.0% of naive and 18.4% of
previously-treated patients. Rates of grade 3/4 anemia were 10.6% with P/CI, 11.6%
with P, and 16.7% with P/CA. Conclusions:In this non-randomized study, the
combination arms had a higher response rate compared to P alone, but no additional
one-year survival benefit. Toxicity with P/CA was worse compared to P/Cl or P alone.

PHASE Il TRIAL OF BI-WEEKLY DOCETAXEL AND
CARBOPLATIN IN STAGE Il UNRESECTABLE LUNG CANCER

M. Hossen?, S. Hossain?, T.U. Ahmed®

Radiotherapy, Comilla Medical College & Hospital, Comilla/BANGLADESH,
2Radiotherapy, Dhaka Medical College & Hospital, Dhaka/BANGLADESH,
3Oncology, Labaid Cardiac hospital, Dhaka/BANGLADESH

Background: Docetaxel is an active agent for NSCLC. Combination chemotherapy has
been shown to extend survival rate and improve symptoms for patients with advanced
stages. We conducted a phase 11 study to evaluate the efficacy and toxicity of bi-weekly
docetaxel and carboplatin for stage 111 unresectable NSCLC. Primary endpoint was
overall response rate. Secondary endpoints were toxicity and time to progression.

Methods: 21 Patients with unresectable pathologically confirmed stage 111 NSCLC were
included in this study. ECOG PS was 0-1 and adequate organ functions were included.
Patients received Docetaxel 30mg/m2 and Carboplatin AUC=2, intravenously 14 days
interval for 6 cycles.

Results: From January 2005 to December 2006, 21 pts were enrolled. Among them 15
(71.42%) were male and 7 (28.58%) were female. Median age was 58 years (range 52-64
years). 9 (42.85%) were adenocarcinoma and 11 (52.38%) squamous cell carcinoma.
Among 252 planned chemotherapy, 235 cycles were administered. There were 7
chemotherapy dose reductions (mainly due to neutropenia and renal dysfunction).
There were no treatment related deaths. All of the patients were evaluable. We found
Complete response in 1 (4.76%), Partial response in 16 (76.19%), stable disease in 2
(9.52%) and progressive disease in 2 (9.52%). The most common drug related
toxicities were neutropenia (28.57%), fatigue (23.80%) and esophagitis (19.04%). No
severe febrile neutropenia and no fatal events were observed. Median progression free
survival was 15.6 months.

Conclusion: Docetaxel containing regimen showed a very significant role in stage 111
unresectable NSCLC. The combination of docetaxel and carboplatin regimen is very
effective.

A PHASE Il STUDY OF DOCETAXEL MONOTHERAPY IN
SECOND-LINE TREATMENT IN PRETREATED ADVANCED
NON-SMALL CELL LUNG CANCER (NSCLC) PATIENTS

M.S. Reza’, M.A. Hai', Q. Chowdhury?

10ncology, Ahsania Mission cancer Hospital, Dhaka/BANGLADESH,
20ncology, National institute of cancer Research & Hospital, Dhaka/
BANGLADESH

Background: Second-line chemotherapy offers advanced non-small cell lung cancer
(NSCLC) patients a small but significant survival improvement. To evaluate whether
treatment with single-agent docetaxel would result in longer survival in patients with
non-small cell lung cancer that had previously been treated with platinum-based
chemotherapy. Secondary end points included assessment of response, toxicity and
quality of life.

Methods: Patients with performance status of 0 to 2 and stage 111B/IV non-small-cell
lung cancer with either measurable or evaluable lesions were eligible for entry into the
study if they had undergone one or more platinum-based chemotherapy regimens and
if they had adequate hematology and biochemistry parameters. They were excluded if
they had symptomatic brain metastases or if they had previously been treated with
paclitaxel. Patients were treated with docetaxel 75mg/m2 intravenous infusion for 1
hour repeated every 3 weeks until disease progression or intolerant toxicity.

Results: This phase 11 study was conducted from January 2003 to December 2006

which was an open-labeled, non-randomized, single-centered and prospective study.
This study consisted of 30 patients which included 25 (83.33%) male and 5 (16.67%)
female. Median age was 54 years. On the histological varieties: 20 (66.66%) squamous
cell carcinoma,5 (16.67%) adenocarcinoma and 5 (16.67%) large cell carcinoma were
reported. A total 140 cycles were administered and 28/30 patients were evaluated for
responses. The overall response was 14 (50%) with 0 complete and 14 partial responses.
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8 (28.57%) patients had stable diseases and 6 (21.43%) had progressive diseases.
Overall survival was 8 months. Grade 3 haematological toxicities were observed as
follows: neutropenia 32%, anaemia 20% and thrombocytopenia 6%. Some non-
haematological toxicities including nausea 40%, vomiting 25%, mucositis 18%,
diarrhoea 20% and peripheral neuropathy 10% were observed. No febrile neutropenia
and fatal events were recorded.

Conclusions: This small size prospective analysis reflects the use of docetaxel
monotherapy in second-line treatment in pretreated advanced non-small cell lung
cancer (NSCLC) patients with significant prolongation of survival and well-tolerated
toxicities.

PHASE Il STUDY OF IRINOTECAN AND OXALIPLATIN (IROX)
COMBINATION AS A FIRST-LINE TREATMENT FOR PATIENTS
WITH ADVANCED NON-SMALL CELL LUNG CANCER

M.H. Chang*, H.J. Jun?, J.E. Uhm?, H.S. Kim?, K.H. Kim?, J.Y. Lee?, Y.H. Park?,
J.S. Ahn?, M.J. Ahn?, K.C. Park?

IHematology/oncology, Samsung Medical Center, Seoul/KOREA, 2Division of
Hematology/oncology, Samsung Medical Center, Seoul/KOREA

Background: We conducted a prospective phase Il clinical study of IROX in advanced
non-small cell lung cancer patients to evaluate the efficacy and toxicities.

Patients and methods: Patients with histologically or cytologically proven, NSCLC,
age >18 years, performance status 0 — 1, stage 111B(pleural effusion) or IV or recurrent
disease not suitable for primary surgical treatment, no prior chemotherapy or
radiotherapy to chest or immunotherapy or biologic therapy, presence of measurable
disease by RECIST, and with signed written informed consent were eligible. Treatment
consisted of irinotecan 60 mg/m? day 1 and day 8, oxaliplatin 130 mg/m? day 1, which
was repeated every 3 weeks.

Results: From September 2006 to March 2007, 18 patients were prospectively enrolled.
The median age was 59 years (47— 73). In total, 71cycles were administered with

a median of 4cycles per patient (range, 1 — 6 cycles) and 18 patients were evaluable for
treatment response. An independent review of tumor responses resulted in ORR of
27.7% (95% ClI, 7% to 48.4%) by intent-to-treat analysis with 5 PRs. The median
survival of all patients was 7 months and the median time-to-progression was 4
months. Most common grade 3/4 toxicities were diarrhea (7% of all cycles) and
neutropenia (5.6% of all cycles). Grade 3 peripheral neuropathy occurred in 1 patient
and grade 1/2 diarrhea occurred in 9 (50% of all patients) patients. One (5.5%) patient
died due to sepsis.

Conclusions: The response rate of IROX combination chemotherapy in the first stage
of Simon’s two stage design did not met. These results suggest that IROX combination
therapy has moderate activity, but with current dosage and schedule, this regimen
would not be recommended as first-line treatment for patients with advanced or
metastatic non-small cell lung cancer.

PHASE Il TRIAL OF FIRST-LINE TREATMENT WITH
ALTERNATE SCHEDULE OF CHEMOTHERAPY IN
METASTATIC NON-SMALL CELL LUNG CANCER (NSCLC). A
SINGLE-CENTRE EXPERIENCE. FINAL RESULTS

R. Lopez Castro, G. Martin, L. Bellido, R. Seijas, R. Garcia, E. del Barco, T. Martin,
E. Castro, R. Leno, J.J. Cruz

Servicio De Oncologia Médica, Hospital Universitario de Salamanca,
Salamanca/SPAIN

Background: Nowadays NSCLC is the most frequent and lethal malignant neoplasm,
with hopeless results in advanced stages. This trial is proposed in order to search for
a better and well-tolerated therapy considering tumor heterogeneity by combining the
four most active chemotherapeutic agents in NSCLC -Docetaxel, Gemcitabine,
Cisplatin and Vinorelbine- in an alternate schedule.

Methods: We enrolled patients (pts) with stage IV or wet [11B NSCLC. Additional
criteria included an ECOG performance status less than 2, no outstanding
comorbidities and the presence of at least one measurable lesion. They received an
alternate schedule of treatment consisting of [Docetaxel 35 mg/m? + Gemcitabine 800
mg/m?] d1 and 8; and [Cisplatin 35 mg/m? + Vinorelbine 25 mg/m?] d21 and 28, every
42 days. 3 complete regimens would be administered. Primary end point was objective
response per RECIST criteria. Secondary endpoints included progression-free survival
(PFS), overall survival (OS) and safety.

Results: 27 pts were enrolled. 3 of them left the protocol prematurely within the 1st or
2nd infusion because of docetaxel hypersensitivity (1), severe hepatotoxicity (1) or life-
threatening event (1). 24 were evaluable for response and 27 for safety. 96.2% of the
programmed treatments were administered. Median age was 57.2 years (range 41-75);
83% were male. Adenocarcinoma/squamous cell/undifferenciated non-small-cell
carcinoma (50/16.7/33.3). Stage I11B/1V (8.3/91.7); ECOG PS 0/1 (37/63). Clinical
benefit was 79% (CR 4.2%, PR 54%, SD 20.8% and PD 21%). PFS 8.5 months (3-20+).
OS 10.3 months (4.5-20+). Toxicity: Anemia 74% (111: 7.4%); Neutropenia 26%
(H1-1V: 11%); Mucositis 11% (111-1V: None); Nefrotoxicity 11% (111-1V: none);
elevated AST and hyperbilirubinemia (l11: 3.7%).
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Conclusions: These results sugest that the alternating combination of Docetaxel/
Gemcitabine with Vinorelbine/Cisplatin is a highly-active regimen in advanced
NSCLC. Data of PFS and OS are similar to other found in the scientific literature. This,
together with its interesting toxicity profile, make it a feasible treatment to be taken
into consideration in NSCLC.

PEMETREXED IN PREVIOUSLY TREATED NON-SMALL-CELL
LUNG CANCER

E. Cho', J. Hong?, Y.S. Kim?, S.J. Sim*, S.H. Park®, J. Park®, J.H. Lee?, D.B. Shin*
Linternal Medicine, Gachon University Gil Medical Center, Incheon/KOREA,
2Hematology and Oncology, Internal Medicine, Gachon University Gil Medical
Center, Incheon/KOREA, *Hematology-oncology, Medicine, Sungkyunkwan
University Samsung Medical Center, Seoul/KOREA, “Hematology-oncology,
Medicine, Gachon University Gil Medical Center, Incheon/KOREA

Background: We conducted a phase Il trial to investigate the efficacy and
toxicity of pemetrexed monotherapy in patients with previously treated non-small-cell
lung cancer (NSCLC).

Patients and Methods:Patients with stage 111B and 1V NSCLC with performance
status from 0 to 2, were eligible if they had received one or two prior chemotherapy
regimens. Patients received pemetrexed 500 mg/m? intravenously day 1 with vitamin
B12, folic acid, and dexamethasone every 3 weeks until disease progression or
unacceptable toxicity.

Results: Thirty-eight patients were treated with pemetrexed. Thirty-six (95%) patients
were previously treated with either cisplatin (55%) or carboplatin (40%) as first-line
platinum-based chemotherapy. The predominant histology was adenocarcinoma
(45%). The patients’ median age was 62 years (range 39-78) and eight patients (21%)
had a performance status of 2. The response rate was 13 percents; the median duration
of the response was 2.8 months. Median progression-free survival was 9.1 weeks (95%
Cl, 5.3-13.0) and median overall survival was 6.5 months (95% ClI, 3.5-9.5). A total 150
chemotherapy cycles were delivered (median 3). Therapy was well tolerated: grade 3 to
4 neutropenia and thrombocytopenia occurred 3% and 3% of patients, respectively.
Nausea and vomiting were present in 26% of patients and peripheral neuropathy was
observed in 5% of patients.

Conclusion:Pemetrexed monotherapy is effective and well tolerated in patients

with previously treated NSCLC.

341 | GEMCITABINE PLUS CARBOPLATIN VERSUS TAXANS PLUS
CARBOBLATIN, IN NON SMALL CELL LUNG CANCER, A
RETROSPECTIVE OBSERVATIONAL STUDY

A. Grigorescu
Medical Oncology, Institute of Oncology Bucharest, Bucharest/ROMANIA

Background: Lung cancer remains the main causes of cancer death in the
world. Chemotherapy remain one of the most used therapy for advanced stages
but the selection of cytostatics adjusted for particularities of patients is not yet
achieved.

Patients and methodology: A lot of 42 patients treated with gemcitabine and
carboplatin or taxans and carboplatin, was selected by chance from the archives of
Institute of Oncology Bucharest. Patients were treated by the some doctors. Patients
(Pt) had stage 111B and 1V and were treated in 2005-2006. 18 Pt (Lot A) received
Gemcitabine 1000mg/m2 day 1 and 8 (cycle of 21 days) plus carboplatin AUCS and 24
Pt (Lot B) received paclitaxel 175 mg/m2 or docetaxel 75mg/m2 plus carboplatin
AUCS (cycles of 21 days) . The survival was estimated by time to progression or time
since lost of evidence, and calculated by Cplan Mayer curve.

Results: In Lot A were 3 females, in Lot B 5 females. The mean age ion Lot A

was 65 years and 54, 3 in Lot B. The medina time since progressive disease or loss of
evidence was 4, 7 month for Lot A and 6 month for Lot B. The number of cycles

of chemotherapy was 4, 7 for Lot A and 6 for Lot B. The median time since
progressive disease or loss of evidence for women in Lot A was 4, 3 month and 9
for Lot B.

Conclusion: This study could generate more questions: Combinations of
Gemcitabine is more used in advanced age? The combinations of taxsans with
carboplatin are more efficient to women with non small-cell lung cancer? The
difference in survival is influenced however by number of cycles of chemotherapy? To
answer definitively for some of these questions is necessary to design a prospective
study for each question.
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COST-MINIMIZATION ANALYSIS OF ERLOTINIB VERSUS
DOCETAXEL OR PEMETREXED AS SECOND-LINE THERAPY
FOR NON-SMALL-CELL LUNG CANCER (NSCLC) FROM THE
PERSPECTIVE OF A PRIVATE PAYER IN BRAZIL ACCORDING
TO LOCAL HTA GUIDELINES

E.V. Santos®, S.D. Stefani?, M.G. Saggia®

"Health Economics, Roche Pharmaceuticals, Sdo Paulo/BRAZIL, 2Oncology,
Instituto do Cancer Mde de Deus, Porto Alegre/BRAZIL

Objective: To perform a cost-minimization and budget impact analysis of erlotinib
versus docetaxel or pemetrexed for the treatment of patients with advanced NSCLC
who have failed previous chemotherapy.

Methods: In the absence of head-to-head clinical trial data for erlotinib versus
docetaxel or pemetrexed, equivalent efficacy was assumed for the three interventions;
indirect comparisons of phase Il1 trial results suggest that this was a conservative
assumption. We developed a cost-minimization and budget impact model for cost
comparison of these three treatments based on the results of the BR.21 study of
erlotinib, and pivotal trials for docetaxel and pemetrexed, adopting a Brazilian private
payer perspective. A 126-day timeframe was used for the comparison, based on the
progression-free survival observed in the BR.21 study. A Delphi panel was conducted to
identify local practices and their associated costs in Brazil. Other costs such as medical
payment, pre- and post-medication, and administration were also included. One-way
and multi-way sensitivity analyses were performed to assess the robustness of the
outcomes. Discounting was not included due to the short-term perspective of the
analysis.

Results: Total costs were R$ 27,500 for erlotinib, R$ 43,299 for docetaxel and R$ 81,833
for pemetrexed. The cost-savings observed for erlotinib were due to lower
acquisition costs (R$ 27,470 versus R$ 41,230 for docetaxel and R$ 80,900 for
pemetrexed) and its more favourable tolerability profile. Sensitivity analyses confirmed
the robustness of the results obtained. The budget impact analysis showed savings in
the first year after incorporation of erlotinib starting from R$ 2,543,421 in

a conservative scenario, and reaching R$ 25,432,217 at the upper limit, considering
25% of pemetrexed utilization.

Conclusions: The findings of this cost-minimization analysis suggest that
erlotinib is a cost-saving alternative under the private healthcare system perspective
in Brazil.

SYSTEMIC CHEMOTHERAPY AFTER CRANIAL IRRADIATION
IN PATIENTS WITH BRAIN METASTASES FROM NON-SMALL
CELL LUNG CANCER : A RETROSPECTIVE MULTI-CENTER
STUDY

J.H. Kim*, J.H. Kwon®, H.Y. Kim*, J.Y. Jung®, H.J. Kim*, H.H. Song®, D.Y. Zang*,
B.W. Chung?, S.I. Lee®, G. Lee*

Linternal Medicine, Hallym University College of Medicine, Seoul/KOREA,
’Department of Surgery, Hallym University College of Medicine, Seoul/KOREA,
SInternal Medicine, Dankook University College of Medicine, Cheonan/KOREA,
“Internal Medicine, Gyeongsang National University College of Medicine, Junju/
KOREA

Background: Brain metastases (BM) are found in about 10% of patients with newly
diagnosed non-small cell lung cancer (NSCLC). This retrospective study was
conducted to assess the clinical outcomes and prognostic factors of patients who
received chemotherapy after cranial irradiation for NSCLC with synchronous BM.

Materials and Methods: From January 2000 through July 2007, we reviewed the
medical records of patients who received systemic chemotherapy following cranial
irradiation for BM from newly diagnosed NSCLC.

Results: A total of 40 patients were included in this study. As the first-line
chemotherapy taxane-based regimen was administered in 55%, gemcitabine-based in
37.5%, and irinotecan-absed in 5%. Sixteen (40%) patients, eleven of whom had ECOG
of 2, only received 1 cycle or less of chemotherapy due to early death, rapid progression,
clinical impairment, or toxicity. For 28 patients who were evaluable for response, the
extracranial overall response rate was 43%. The median overall survival for all patients
was 7 months (range, 0.9-25.3 months) and an estimated 1-year survival rate was 23%.
Multivariate analysis revealed that ECOG status (P=0.018) and number of BM
(P=0.038) were independent prognostic factors.

Conclusion: Our results suggest that chemotherapy can be used to increase survival
of patients treated with cranial irradiation for newly diagnosed NSCLC with
synchronous BM. However, systemic chemotherapy should be carefully considered
according to the patient’s prognostic condition. Especially, patients with good
performance status and limited number of BM may be good candidates for systemic
chemotherapy after cranial irradiation.
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PHASE Il STUDY OF BEVACIZUMAB IN COMBINATION WITH
CISPLATIN AND VINORELBINE AS FIRST LINE TREATMENT
OF PATIENTS (PTS) WITH ADVANCED OR METASTATIC, NON
SQUAMOUS, NON-SMALL-CELL LUNG CANCER (NSCLC)

L. Leon?, J.M. Gracia?, S. Vazquez®, J.L. Firvida®, M. Amenedo®, J. Casal®,
R. Gallego’, M. Lazaro®

1Servicio De Oncologia Medica, Complejo Hospitalario Universitario de
Santiago, Santiago de Compostela/SPAIN, 2Servicio De Oncologia Médica,
Hospital de Cabuenes, Gijon/SPAIN, 3Servicio De Oncologia Medica, Hospital
Xeral de Lugo, Lugo/SPAIN, “Servicio De Oncologia Médica, Complejo
Hospitalario de Ourense, Ourense/SPAIN, ®Servicio De Oncologia Médica,
Centro Oncolégico de Galicia, A Corufia/SPAIN, ®Servicio De Oncologia
Médica, Hospital do Meixoeiro, Vigo/SPAIN, “Oncologia, Roche Farma,

S.A., Madrid/SPAIN, 8Servicio De Oncologia Medica, Hospital Xeral-Cies,
Vigo/SPAIN

Background: Bevacizumab (B) has been shown to improve response rates and survival
in pts with advanced non-squamous NSCLC when combined with carboplatin and
paclitaxel (FDA-approved indication) or with cisplatin and gemcitabine (EMEA-
approved). However, there are limited data on the safety and efficacy of B in
combination with other widely used chemotherapy doublets for NSCLC. This is

a preliminary safety report of a single-arm, open-labeled, phase Il trial of B, cisplatin
and vinorelbine for pts with NSCLC.

Methods: In this single-stage phase Il trial, patients received cisplatin (80 mg/m?),
vinorelbine (25 mg/m? iv days 1 and 8) and B (15 mg/kg IV) on day 1 every 3 weeks for
up to 6 cycles followed by B 15 mg/kg alone every 3 weeks until progression. Eligibility
criteria included chemotherapy-naive stage 111B or 1V incurable NSCLC of non-
squamous histology, PS 0-1, no brain metastases, no history of hemoptysis, stable
cardiac condition and no full dose anticoagulation.The primary endpoint was
progression-free survival, with secondary endpoints of TTP, RR, OS and safety.

Results: 18 pts have been enrolled of a planned sample size of 92. Data from 9 pts have
been included in this analysis. Baseline characteristics were: 4 females, median age 57,5
years old (51-70), PS 0 (2 pts) or 1 (7 pts), stage I1IB (4 pt) or IV (5 pts). Median
number of cycles was 1 (range 1-2). 7 pts are evaluable for toxicity. Hematological
toxicities: 4 pts with grade 1/11 neutropenia, 2 pt with grade I/11 leucopenia, 1 pt with
grade I/11 anemia. The most common grade 1/l non-hematological toxicities included
skin rash ( N=1), headache (N=1), epistaxis (N=2), stomatitis (N=2), constipation
(N=1), nausea (N=3), vomiting (N=1), peripheral neuropathy (N=2), cough (N=1),
asthenia (N=1). 1/9 pts is off treatment (disease progression) and this was the only SAE
reported: grade 3 dyspnea.

Conclusions: preliminary analysis shows that the combination of Bevacizumab,
vinorelbine and cisplatin is safe and well tolerated. Enrollment continues and updated
results will be presented.

ERLOTINIB-ASSOCIATED TRICHOMEGALY (EXCESSIVE
EYELASH GROWTH) IN PATIENTS WITH ADVANCED NON-
SMALL CELL CANCER: A PHENOMENON WITH POTENTIAL
PROGNOSTIC IMPLICATIONS

J. Herrada®, A.F. Campos-Gines?, C.W. Vazquez®, M.M. Landeros*

Medical Oncology, Texas Tech University, El Paso/UNITED STATES OF
AMERICA, 2Medical Oncology, Hospital Nuestra Senora del Prado, Talavera de
la Reina/SPAIN, 2Ophtalmology, Texas Tech University, El Paso/UNITED
STATES OF AMERICA, "Surgery, Texas Tech University, EI Paso/UNITED
STATES OF AMERICA

Background: Development of skin rash within 2-3 weeks of erlotinib therapy is
associated with clinical response in patients with advanced non-small cell lung cancer
(NSCLC). Thrichomegaly has been reported in this setting, although its clinical
significance remains unknown.

Objective: We report 3 patients who developed bilateral trichomegaly while exhibiting
a clinical response to erlotinib.

Methods: Case report.

Results: All 3 cases were diagnosed with metastatic lung adenocarcinoma, had

a performance status of at least 2 (ECOG), and were oxygen-dependent at the time of
erlotinib initiation. All patients had developed skin rash within 3 weeks of erlotinib
therapy. Case 1: A 35 year-old male oligo-smoker (less than 10 cigarettes/day) was
diagnosed upfront with metastatic bone disease refractory to initial treatment with
gemcitabine/carboplatin and to second line docetaxel. Four months into treatment
with erlotinib he noted the development of bilateral large, coarse eyelashes, but no
associated ocular or visual symptoms. During the 12 months of therapy with erlotinib
he was asymptomatic. Subsequently, the bone metastases progressed, and erlotinib
was discontinued. Case 2: A 72 year-old female heavy smoker (about 100 pack/year)
was bed-ridden and agreed to be started on oral erlotinib. Three months into treatment
she developed bilateral trichomegaly. Twelve months after starting erlotinib, the
patient remains asymptomatic. Case 3: A 68 year-old male heavy smoker (about 100
pack/year) was diagnosed with stage 3B adenocarcinoma of the lung and received
initial treatment with concurrent paclitaxel/carboplatin and thoracic radiation. Upon
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relapse he received pemetrexed. Upon his second relapse he was started on erlotinib.
Eleven months into erlotinib therapy, he remains clinically asymptomatic.

Conclusion: A relative durable clinical response to the erlotinib was documented in 3
NSCLC patients with poor prognosis features. Clinical outcome of NSCLC patients
developing erlotinib-associated trichomegaly needs to be prospectively evaluated.

SURVIVAL OUTCOME AND PREDICTORS OF GEFITINIB
ANTITUMOR ACTIVITY IN EAST ASIAN PATIENTS WITH
ADVANCED OR RECURRENT NON-SMALL CELL LUNG
CANCER WHO RECEIVED ONE PREVIOUS CHEMOTHERAPY

C. Tsai', G. Chang?, C. Yang®, H. Kuo*

1Chest Department, Taipei Veterans General Hospital, Taipei Veterans General
Hospital/TAIWAN, 2Department of Internal Medicine, Taichung Veterans
General Hospital, Taichung Veterans General Hospital/TAIWAN, *Department of
Oncology, National Taiwan University Hospital, National Taiwan University
Hospital/TAIWAN, “Department of Thoracic Medicine, Chang Gung Memorial
Hospital, Chang Gung Memorial Hospital/TAIWAN

Background: The treatment response pattern of chemonaive and previously treated
patients are different. The survival and predictors of gefitinib monotherapy in NSCLC
patients who received only one chemotherapy need to be identified.

Methods: Medical charts of 74 patients with advanced or recurrent NSCLC treated
with gefitinib monotherapy between Jun 2002 and Aug 2006 at 4 major medical centers
in Taiwan were retrospectively reviewed. Tumor response, survival, clinicopathologic
and laboratory data were collected. Multivariate analyses were performed to identify
independent predictors for response and survival to gefitinib.

Results: At analysis, 63 out of 74 patients (85.1%) had expired, and the median follow-
up duration was 12.0 months (range 9.6-14.4). 30 patients are male (40.5%). 51
patients (68.9%) had adenocarcinoma or bronchioloalveolar carcinoma. 48 patients
(64.9%) were never smokers. 61 patients (82.4%) had ECOG performance status 0 to 2.
Out of 72 patients with known reason of stopping previous chemotherapy, 23 patients
(31.9%) were due to progression during chemotherapy. The rest patients progressed
after chemotherapy. Among 66 patients with documented tumor response, 33 patients
(50%) were with objective tumor response. The median progression-free survival was
9.1 months. The overall survival between the start of gefitinib or the start of first line
chemotherapy to death are 11.6 and 19.0 months, respectively. One-year survival rate
was 44.6%. No significant independent predictive factor was found associated with
higher response. Survival was higher in patients who stopped previous chemotherapy
due to progression (P<0.001). None of the laboratory parameters (WBC, LDH, AST
and ALT) was associated with response or survival.

Conclusion: Gefitinib is effective in Taiwan patients with advanced or recurrent
NSCLC treated with only one chemotherapy. The independent predictor of survival
was the reason for stopping previous chemotherapy. Gender, histology, smoking or
ECOG statuses were not correlated with either response rate or survival.

347 | ERLOTINIB IN THE TREATMENT OF NON-SMALL CELL LUNG
CARCINOMA (NSCLC) - A CZECH RETROSPECTIVE ANALYSIS

M. Pesek®, P. Zatloukal?, J. Skfickova®, V. Kolek®, L. Koubkova®, F. Salajka®,
D. Sixtova’, M. Zemanova®, J. Roubec®

Department of Tuberculosis and Respiratory Diseases, University Hospital
Plzen, Plzeri-Bory/CZECH REPUBLIC, Department of Pulmonology and Chest
Surgery, University Hospital na Bulovce, Prague/CZECH REPUBLIC,
*Department of Lung Diseases and Tuberculosis, University Hospital Brno,
Brno/CZECH REPUBLIC, “Department of Pulmonology, University Hospital
Olomouc, Olomouc/CZECH REPUBLIC, 5Department of Puimonology,
University Hospital Motol, Prague/CZECH REPUBLIC, ®Department of
Pulmonology, University Hospital Hradec Kraloveé, Hradec Kralové/CZECH
REPUBLIC, "Department of Pulmonology, Thomayer Memorial University
Hospital, Prague/CZECH REPUBLIC, ®Department of Oncology, General
University Hospital, Prague/CZECH REPUBLIC, °Department of Tuberculosis
and Respiratory Diseases, University Hospital Ostrava, Ostrava/CZECH
REPUBLIC

Background: Erlotinib (Tarceva ) has been shown to be efficacious in the treatment of
recurrent/metastatic NSCLC with progression-free survival (PFS) reaching 9 weeks and
overall survival (OS) 6.7 months (Shepherd FA, et al. J Clin Oncol 2004;22(14S):7022).
This retrospective analysis evaluated the efficacy and tolerability of erlotinib in NSCLC
when used in an everyday clinical environment.

Methods: Data were collected retrospectively on all patients with NSCLC treated with
erlotinib at 9 pulmonology centres in the Czech Republic (where erlotinib is
reimbursed) before July 2007.

Results: Data from 223 patients were obtained: median age 61 years (range 33-82);
58.3% males; 25.1% smokers, 49.3% ex-smokers and 22.0% non-smokers (3.6% status
not known). The majority of patients had adenocarcinoma without bronchioloalveolar
carcinoma (44.8%) or squamous cell carcinoma (38.1%). 16.6% of patients had prior
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surgery, 31.4% radiotherapy, 12.1% adjuvant chemotherapy and 4.0% neoadjuvant
chemotherapy. 71.3% of patients had metastatic disease. Performance status was
documented in 114 patients (51.1%) of which 77.0% had PSO0, 64.0% PS1, 26.3% PS2
and 2.6% PS3. Erlotinib was used as 2nd-line therapy in 51.1% of patients and as 3rd-
line in 48.4% (1 patient had no prior chemotherapy). Median treatment duration was
59.0 days (range 0-483). 68.6% of patients were evaluable for efficacy (31.4% not
evaluable as too early or no measurable disease); objective response rate was 19.7% with
a complete response in 1.3% of patients, partial response in 18.4%, stable disease in
23.8% and progressive disease in 25.1%. Median PFS reached 3.0 months and median
OS 7.0 months. Rash and diarrhoea were the most common toxicities reported in
48.0% and 23.3% of patients, respectively. Rash was the most common reason for
treatment interruption (10.3%). Treatment was permanently stopped due to toxicity in
21 (9.3%) patients.

Conclusion: The efficacy and toxicity of erlotinib used in everyday clinical practice are
similar to those reported in clinical trials confirming that the drug is an effective and
well-tolerated option for the treatment of NSCLC.

GENETIC ENZYME POLYMORPHISM OF XENOBIOTIC
BIOTRANSFORMATION Il PHASE IN LUNG CANCER PATIENTS

A. Mikhalenka®, N. Chakava®, N. Chebotareva', S. Palanetskaya®, A. Zilko®,
Y. Demidchik?, S. Dromashko®, E. Krupnova®

Lab. of Genetic Process Modeling, Institute of Genetics and Cytology NASB,
Minsk/BELARUS, 2Department of Oncology, Oncology Center, Minsk/
BELARUS, ®Lab. of Genetic Process Modeling, Institute of Genetics and

Cytology NASB, Minsk/BELARUS

Glutation-S-transferases (GST) and N-acetyltransferase-2 (NAT2) encode enzymes of
xenobiotic biotransformation Il phase. There are discrepant data on a relation
between these genes and the risk of lung cancer development. The cause of these
contradictions may consist in pronounced ethnic differences in the distribution
frequency of polymorphic alleles of these genes. The aim of the research work was to
study polymorphism of GST and NAT2 genes in non-small cell lung cancer (NSCLC)
patients in the Belarusian population. The frequencies of GSTT1 and GSTM1 null
genotypes were investigated using the PCR. NAT2 polymorphisms were detected using
PCR-RELP methods. C481T (NAT2*5), G590A (NAT2*6), G857A (NAT2*7) were
identified using restriction enzymes Kpnl, Tagl and BamH]I. In the group of patients
with NSCLC, the frequency of the GSTM1(-) genotype (41.1%) did not differ from that
in the control group (41.7%) and the occurrence of the GSTT1(-) genotype in the
patients (30.0%) was significantly higher by a factor of 2.4 as against the control
(12.6%) that points to the dominating role of GSTT1(-) in formation of predisposition
to NSCLC development in the population under study. Lower occurrence of the
mutant allele NAT2*5 was observed in the group of patients than in the control.
Homozygote for this allele occurred with the frequency of 8.3% in the patients and in
the control — in 20% of individuals. This indicates that the presence of C481T mutation
is possibly a factor of resistance to NSCLC disease. No significant differences in the
occurrence frequency of mutant alleles NAT2*6 and NAT2*7 were revealed in the
patients and in the control group though an increased frequency of G590A mutation
was observed in the group of patients. Interaction analysis of genes GST and NAT2 has
shown that a protective effect of the mutant allele NAT2*5 was particularly
pronounced in the combination with GSTT1(+). Thus, the molecular analysis results of
genetic polymorphism point to the existence of GST and NAT2 interaction. Carriers of
GSTT1 gene deletion in the Belarusian population are shown to be more susceptible to
the risk of lung cancer emergence and the GSTT1(+)/NAT2*5 genotype is the most
resistant to the development of this disease.

EPIDERMAL GROWTH FACTOR RECEPTOR (EGFR), CYCLIN
D1 AND P16 GENE EXPRESSIONS IN LUNG SQUAMOUS CELL
CARCINOMA

M.T. Vargas', M.D. Fernandez?, H. Galera-Ruiz®, M.C. Fernandez-Novoa®,
I. Trigo®, R. Gonzalez-Campora®

1Unidad De Genetica, Hospital universitario virgen macarena, Sevilla/SPAIN,
2Unidad De Genetica, H. U. Virgen Macarena, sevilla/SPAIN, Unidad De
Genetica, Hospital universitario virgen macarena, sevilla/SPAIN

Recent studies have focused on the identification of genetic changes implicated in the
biopathologic behaviour of carcinoma of the lung. The EGFR, cyclin D1 and p16 genes
seem to play an important role in the squamous cell carcinoma (SCC) of the lung, that
is still the prevalent histological subtype in Europe. The aim of this study was the
expression of these genes in order to determine the number of gene copies in
formaline-fixed paraffin — embedded (FFPE) diagnostic specimens of 30 SSC patients
by fluorescence in situ hybridization (FISH ) techniques, using LSI EGFR (7p12)/ CEP
7, LSl cyclin D1 (11923)/ CEP 11 and LSI p16 (9g21)/ CEP 9 probes. The used of FISH
techniques and its improvement is one of the objectives, due to the possibility of
gathering collected more patients and carrying out a retrospective study. The analysis
of these genes could allow new approaches in the knowledge of the biomolecular
mechanics of the SCC tumor genesis. We have observed a low incidence of gene
expression alterations, the percentages of cases with four or more EGFR gene copies
was 3,3%, cases with four or more cyclin D1 genes copies was 10%, and a 6,67% of
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cases with delection p16 gene copies. These results, well below those expected, have led
us to widen the study trying to correlate the incidence of gene expression alterations to
the presence or not of metastasis and patient evolution.

WEEKLY DOCETAXEL AND CARBOPLATIN WITH
CONCURRENT RADIATION THERAPY FOR LOCALLY
ADVANCED NON-SMALL CELL LUNG CANCER (NSCLC)

Y. Tanikawa

Dept. of Respiratory Medicine and Clinical Immunology, Toyota Kosei Hospital,
Toyota/JAPAN

Purpose: The aim of this study was to evaluate the efficacy and toxicity of weekly
docetaxel and carboplatin with concurrent radiation therapy for locally advanced non-
small cell lung cancer (NSCLC).

Methods: Between April 2000 and March 2007, 32 patients with locally advanced
unresectable stage 111 NSCLC were treated concurrent chemoradiotherapy with
carboplatin with area under the concentration-time curve (AUC) of 5.0 given on days
1, 22 and docetaxel 15mg/m? given on days 1, 8, 15, 22, 29, 36 during 66 Gy of thoracic
radiotherapy.

Result: Enrolled patients were 29 men and 3 women, with the median age of 70 years.
Twenty nine patients received the scheduled radiotherapy. The cycles of chemotherapy
administered ranged from 2 to 6, with a median of 3. Overall toxities were mild. Grade
3 thrombocytepenia was noted in 1 patient and grade 3 esophagitis in 2 patients, but
there were no cases of grade 3/4 pneumonitis. The overall response rate was 81.3%. The
median survival time was 27 months.

Conclusion: Weekly docetaxel and carboplatin with concurrent radiation therapy is
feasible and promising for locally advanced NSCLC.

CYTOGENETIC LYMPHOCYTE ANALYSIS IN LUNG CANCER
PATIENTS WITH DIFFERENT STAGES OF TUMOUR
PROGRESSION

N. Chakava, A. Mikhalenka, N. Artemova, S. Plnetskaya, N. Chebotareva,

E. Krupnova

Lab. of Genetic Process Modeling, Institute of Genetics and Cytology NASB,
Minsk/BELARUS

One of the most aggressive and frequently occurring cancer forms in men is non-small
cell lung cancer (NSCLC). In overwhelming majority of patients, the disease is
diagnosed at late stages. But the efficiency of advanced therapy of this cancer form
depends directly on the disease stage. In view of this, the aim of the given work was to
study cytogenetic features of this disease at different stages of tumour progression. The
method of interphase cell analysis without cultivation (in vivo) was used for
cytogenetic investigations. The frequency of cells with micronuclei and of binuclear
lymphocytes was determined in peripheral blood lymphocytes (PBL) of lung cancer
patients. Some investigation have shown that there is the possibility to detect a tumoral
process in organism by the whole complex of specific and non-specific chromosome
and genome damages in somatic cells including PBL. The cytogenetic analysis has
shown that the frequency of cells with micronuclei was lower in PBL of the patients
with the 1% stage of the tumoral process (0.25+0.03%) as against that in the patients
with the 2" and 3™ stages (0.33+0.05% and 0.40+0.05%, respectively). The significant
difference in the level of cells with micronuclei was revealed in PBL of the patients with
the 1% stage of the tumoral process as compared with that in the control group
(0.13+0.02%). The frequency of binuclear lymphocytes in the patients with the 2" and
3" stages of the tumoral process (1.15+0.29% and 1.2120.26%, respectively) was
significantly higher as against with the 1** stage of the disease (0.53+0.07%). Thus, the
revealed significant differences in the presence of the cells with cytogenetic damages in
lung cancer patients with various stages of the disease can be used in cytologic
diagnostics. An increase in the quantity of binuclear lymphocytes in blood of
oncologic patients seems to point to stimulation of proliferative processes in tissues
of these individuals. In this connection, at present the gene polymorphism of
epidermal growth factor (EGF) in +61 position (G— A) is carried out simultaneously.
The results obtained indicate an increased level of binuclear lymphocytes in patients
with allele A.
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LJohns Hopkins Singapore International Medical Centre, Johns Hopkins
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Hopkins Singapore International Medical Centre, Johns Hopkins University,
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Background: The efficacy and toxicity of Pemetrexed in Asian patients is unknown.

Methods: Retrospective review of patients treated with Pemetrexed. RECIST were used
to assess efficacy independently of the treating physician’s assessment. CICTCAE
version 3.0 were used for the description of adverse events.

Results: Forty-three patients received Pemetrexed: 37 had NSCLC and 6 had
mesothelioma. Patients with NSCLC had a median age of 60 years, and were
predominantly male (29 men and 8 women), ethnic Chinese (32 patients) and
smokers (22 patients). Histology was as follows: NSCLC not otherwise specified, 19;
adenocarcinoma, 12; squamous cell carcinoma, 4; bronchioalveolar and large cell, 1
each. Twenty-four patients had stage IV at diagnosis, 12 had stage Il and 1 had
stage I1. All had received at least one prior regimen (median 1, range 1 to 4):
Carboplatin and Gemcitabine, 21 patients; Carboplatin, Irinotecan and Paclitaxel, 9;
Gefitinib, 9; Carboplatin and Paclitaxel, 6; Erlotinib, 2; Gemcitabine and Cisplatin,
Single agent paclitaxel, Carboplatin and Docetaxel, Cisplatin and Etoposide, 1
patient each. Twenty-nine individuals had an ECOG PS of 0 or 1. Patients received
a median of 2 cycles of treatment (total, 95; range 1 to 12). Grade 3 and 4 adverse
events were as follows: anemia, 3 patients; pneumonia, 2 patients; neutropenic fever,
1 patient; thrombocytopenia, 1 patient. Five (14%) patients had an objective
response (1 CR, 4 PR) and 13 (35%) had stable disease. Median Time to Treatment
Failure was 8 weeks (95% CI, 0 to 27.7). Median Overall Survival was 80 weeks
(95% ClI, 53.7 to 118.9) The median age for patients with mesothelioma was 46.5
years. Five men and one woman (4 ethnic Chinese, 1 Indian and 1 Arab) received
a median of 4 cycles (total 30, range 1 to 15) of Pemetrexed in combination with
cisplatin. Three patients had a PR, 2 had stable disease and one had progressed at
the time of first evaluation. Grade 3 and 4 toxicity was as follows: leukocytopenia,
neutropenia, and thrombocytopenia, 1 patient.

Conclusion: Pemetrexed seems to be safe and efficacious in the treatment of Asian
patients with NSCLC and mesothelioma.

SIXTEEN PATIENTS WITH MALIGNANT MESOTHELIOMA AT
ONE CENTER

G. Utkan®, M. Dogan?, B. Yalcin?, O. Sencan®, E. Karakilic?, A. Buyukcelik?,
G. Ozal?, F. Cay Senler?, A. Demirkazik?, F. Icli?

Dept. Medical Oncology, Ankara Demetevler Oncology, Ankara/TURKEY,
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SMedical Oncology, Ankara University, School of Medicine, Ankara/TURKEY

Background: Mesothelioma is relatively more common in western countries than in
Turkey. It is generally chemorefractory.

Material method: Sixteen histopathologically documented mesothelioma patients who
were admitted to our center between 2004 and 2008 were evaluated retrospectively.

Results: Male / female ratio was 1.28 (9/7). Mean age was 57.5 (range=43-80).
Three (18.7%) patients were born and living in the same geographical place.
However, 9 (16.2%) patients were living in the same place although they were
from different cities. Asbestos exposure was positive for 46.1% of the patients.
Seven patients (43.7%) had peritoneal, 7 (43.7%) had pleural, and 2 (12.5%) had
both peritoneal and pleural disease. Fifty percent of the patients had epitheloid
type, whereas 6.25% had sarcomatoid, 6.25% had mixed type and 37.5% had
unclassified disease. Symptom rates were 37.5% for chest pain, 50% for dyspnea,
40% for weight loss and 33.3% for appetite loss. Anemia rate was 23%,
leukocytosis rate was 46.1% and thrombocytosis rate was 46.1%. Only 18% of the
patients had lactate dehydrogenase elevation (LDH). Mean LDH was 363.5
(range=102-769 IU/L).In pleural disease group, 71% had operation while 42.8%
had radiotherapy. First line chemotherapy (CT) was given to 15 patients; cisplatin-
gemcitabine (CG, n=7), cisplatin-pemetrexed (CP, n=5), cisplatin-paclitaxel (n=1)
and cisplatin-doxorubicin (n=1). Mean number of cycles was 3.61 (range=1-10).
Response rates (RR) were as follows: 38.4% for stable disease (SD), 38.4% for
progressive disease (PD), 15.3% for partial remission (PR), 7.6% had complete
remission. Six patients had second line chemotherapy such as; CP (n=3), CG
(n=2), cisplatin-ifosfamide (n=1). Mean number of cycles was 3.33 (range=2-5).
RR were 83.3% for SD, 16.6% for PD. One patient had PD after 2 cycles of CP as
third line chemotherapy.

Conclusion: Mesothelioma incidence may differ according to geographical differences.
It is difficult to schedule randomized phase 3 trials as it is rare. A standardized
treatment regimen is controversial.
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MEDICAL THORACOSCOPY: DIAGNOSIS AND MANAGEMENT
OF MALIGNANT PLEURAL EFFUSIONS

Y. Kogure?, T. Adachi?, S. Kajikawa®, K. Mori®, C. Kitagawa®, M. Oki*, H. Saka®
Respiratory Medicine, Nagoya Medical Center, Nagoya/JAPAN, ?Respiratory
Medicine, Nagoya Medical Cecnter, Nagoya/JAPAN

Objective: To evaluate the efficacy and safety of medical thoracoscopyi¥asemi-rigid;
Olympus LTF-240iv49,,under local anesthesia in patients with pleural effusions
retrospectively.

Methods: We reviewed patients with pleural effusion who underwent medical
thoracoscopy to make a definite diagnosis or pleurodesis under local anesthesia in the
Nagoya Medical Center from June 2001 to April 2007. We assessed the diagnosis rate
and safety of medical thoracoscopy to make a diagnosis or pleurodesis under local
anesthesia for these patients. We also evaluated the success rate of the pleurodesis.
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Results: Twenty-six patients were recruited (15 male and 11 female). Median age was
66.5 years (range 45-84). The medical thoracoscopy were performed to make a definite
diagnosis and pleurodesis for 9 patients and to pleurodesis for 17 patients. Median
examination time was 52.5 minutes (range 28-170). Grade 1 fever was occurred in 3
patients (12%) and Grade 1 pain was occurred in all patients (100%). Grade 5 acute
respiratory distress syndrome (ARDS) in a patient (4%) was observed. Of the 9
patients, 8 patients got diagnoses (4 carcinoma, invasive thymoma, malignant
mesothelioma, dermatofibrosarcoma and tuberculous pleuritis). The diagnosis rate
was 88.9%. Although the residual patient had malignant pleural effusion, the primary
lesion was unknown. Pleurodesis was carried out with dry sterile talc poudrage in all
patients. We succeeded the pleurodesis in 22 patients and success rate was 87.5%. 3
patients were needed additional pleurodesis with OK-432.

Conclusions: We considered medical thoracoscopy under local anesthesia had high
diagnostic rate and useful examination because of ability to performing pleurodesis.
Complications with medical thoracoscopy were Grade 1 fever and pain, Grade 5 ARDS.
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