556

Methods: Patients with stage IlIB/IV lung adenocarcinoma who are never
or light ex-smokers and their tumors harbor EGFR or HER2neu mutations
(current report) or are EGFR FISH+ are eligible (Study NCT00730925).
Patients receive 50 mg BIBW 2992 qd until disease progression. Tumor
assessments are performed every 8 weeks. Based on the criteria set out
in the protocol, patients who progress can continue treatment with BIBW
2992 and weekly paclitaxel (80 mg/m? weekly, 3/4 weeks). The primary
endpoint is objective response rate.

Results: To date eight patients have been included, including 4 patients
with EGFR mutations and prior treatment with Erlotinib and four patients
with lung adenocarcinoma and HER2 mutations in exon 20. All four
patients with a HER2neu mutation are female, non smokers with Stage
I/IV adenocarcinoma of the lung and had failed prior chemotherapy
(up to five lines). Preliminary analysis shows significant improvement
of patients’ symptoms and performance status as well as tumour size
reduction amounting to PR in all three evaluable patients; one patient had
early discontinuation of the drug because of grade 3 adverse events and
subsequent refusal to reinitiate the treatment. The responding patients have
been on Tovok for 9+, 10+ and 10+ months. Diarrhoea and skin rash were
the predominant adverse events.

Conclusions: The use of BIBW 2992 in pre-treated patients with NSCLC
and activating HER2 mutations in exon 20, can lead to prolonged significant
subjective and objective benefit. The use of BIBW 2992, an irreversible
and dual EGFR/HER? inhibitor as a potential new treatment option for
these patients warrants further investigations. This clinical observation
closely mimics recent results by others with BIBW 2992 in a transgenic
HER2 driven lung cancer model. An international Phase Il trial program
investigating BIBW 2992 in NSCLC, LUX-Lung, is currently recruiting
patients.

9167 POSTER
Outcomes with erlotinib in advanced NSCLC: examining the
influence of increased EGFR gene copy number and EGFR mutations

D. Souliéres’, T. Ciuleanu?, L. Stelmakh®, R. Whittom*, P. Delmar®,

K. Rohr®, W. Brugger’, F. Cappuzzo®, on behalf of the SATURN
investigators. ' Centre Hospitalier de I'Université de Montréal, Hematology
and Medical Oncology, Montréal, Canada; 2Institute of Oncology

lon Chiricuta, Oncology, Cluj-Napoca, Romania; Paviov State Medical
University, Oncology, St Petersburg, Russian Federation; *Hépital du
Sacré-Coeur, Oncology, Montréal, Canada; °F. Hoffmann-La Roche

Ltd, Methodology & Innovation, Basel, Switzerland; 8F Hoffmann-La
Roche Ltd, Biomarker Research, Basel, Switzerland; ” Schwarzwald-Baar
Clinic Academic Teaching Hospital University of Freiburg, Oncology,
Villingen-Schwenningen, Germany; 8lstituto Clinico Humanitas IRCCS,
Oncology, Rozzano, Italy

Background: Increased EGFR gene copy number and the presence of
EGFR mutations have been discussed as predictive markers for benefit with
erlotinib. We conducted exploratory analyses to investigate the reported
association between EGFR gene amplification and EGFR mutations, using
data from the phase Ill placebo-controlled SATURN study (BO18192, F.
Hoffmann-La Roche, complete) of erlotinib as maintenance therapy for
advanced NSCLC.

Materials and Methods: Following 4 cycles of 1st-line chemotherapy,
patients (pts) who had non-PD (n=889) were randomised to erlotinib
150 mg/day or placebo. 874 baseline tumour samples were available.
EGFR gene copy number was assessed using FISH; FISH+ status = high
polysomy (=>4 gene copies in >40% of nuclei) and/or gene amplification
(gene/chromosome ratio >2, or >10% of nuclei with EGFR clusters, or
>10% of nuclei with >15 gene copies). EGFR mutation (mut) status was
assessed using DNA sequencing. Tumours were EGFR mut+ if exon 19
deletions and/or L858R mutations (exon 21) were identified.

Results: EGFR FISH results were available for 488 pts; high polysomy
and/or amplification (FISH+) 232 (48%), high polysomy 228 (47%), EGFR
amplification (amp)+ 116 (24%). A PFS benefit was seen with erlotinib in
both EGFR FISH+ and FISH- groups (see table). Pts with EGFR amp+
only had substantially greater benefit from erlotinib than pts with EGFR
amp-. EGFR amplification was significantly more common in EGFR mut+
than wild-type (wt; 44 vs 20%, p <0.01). Irrespective of FISH status, the
EGFR mut+ group had a very large PFS benefit with erlotinib. In pts with
EGFR wt tumours, the improvement in PFS observed with erlotinib was
similar in the EGFR amp+ and amp— groups.

Conclusions: There was no significant difference in PFS between the
predefined FISH+ and FISH- groups; however, in subgroup analyses,
pts with EGFR-amplified tumours obtained a greater PFS benefit from
erlotinib than pts without amplified tumours. There was a clear link
between the presence of EGFR amplification and EGFR mutations (which
are themselves associated with better outcomes with erlotinib). Further
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studies are warranted to investigate the relationship between EGFR gene
amplification and EGFR mutations.

n HR for PFS 95% ClI Interaction p value
EGFR FISH+ 231 0.68 0.51-0.90 0.35
EGFR FISH- 255 0.81 0.62-1.07 0.35
EGFR amp+ 115 0.47 0.31-0.72 0.01
EGFR amp- 371 0.86 0.69-1.08 0.01
EGFR mut+ 49 0.10 0.04-0.25 0.0004
EGFR wt 388 0.78 0.63-0.96 0.0004

EGFR Wt/EGFR amp+ 61 0.72
EGFR Wt{/EGFR amp- 233 0.84

0.41-1.25 0.71
0.64-1.11 0.71
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Background: Bevacizumab in combination with chemotherapy for first-line
treatment of advanced NSCLC has been shown to improve outcomes in
pivotal phase Il clinical trials (E4599 and AVAIL). SAIL (MO19390, Roche)
is an international, multicentre, single-arm study to assess the safety and
efficacy of first-line bevacizumab plus chemotherapy in a real-life clinical
population. Here, we report interim safety and efficacy data from SAIL.
Methods: The primary endpoint was safety, and secondary endpoints
included time to disease progression (TTP) and overall survival (OS). Pts
with untreated locally advanced, metastatic or recurrent non-squamous
NSCLC (ECOG PS 0-2) received bevacizumab (7.5 or 15mg/kg every
3wks) plus standard chemotherapy for up to six cycles, followed by
bevacizumab until disease progression.

Results: This interim analysis (data cut-off April 2009) was based
on 2,116 pts (mean age 59 years). Pts (%) were: male 60.2; stage
IB/IV 19.6/80.4; adenocarcinoma/large cell/other (for available samples)
85.8/7.1/7.1; ECOG PS 0/1/2 37.4/56.4/6.2. Pts received a median of 7
Bv cycles and 5 chemotherapy cycles. 671 (31.0%) pts experienced grade
>3 serious adverse events (SAEs); 227 (10.5%) pts experienced grade
>3 (G>=3) SAEs related to Bv. AEs of special interest (all grades) were
reported in 1,407 (65.0%) pts and resolved or improved in 1,154/1,407 pts
(82%). AEs of special interest included hypertension (26.8%; G>3: 0.4%),
epistaxis (26.1%; G>3: 0.7%), proteinuria (24.2%; G>3: 0.1%), bleeding
(17.3%; G=3: 2.1%), thromboembolism (11.9%; G>3: 4.8%), CHF (4.8%;
G>3: 1.1%) and Gl perforation (1.2%; G>3: 0.9%). Temporary interruption
(5.5% of pts) or discontinuation (12.1% of pts) of Bv due to AEs of special
interest was infrequent. The number of deaths due to bleeding events was
0.7% (including haemoptysis [0.2%] and pulmonary haemorrhage, [0.1%]).
No new safety signals were reported. At this analysis, median TTP for the
overall population was 7.8 months and median OS was 15.3 months; 80.1%
of patients had a best RECIST response (at any visit) of SD or better.
Conclusions: This interim analysis of SAIL confirms the well-established
and manageable safety profile of first-line bevacizumab in combination
with chemotherapy for advanced NSCLC. The clinical outcomes in this
real-life population are consistent with those seen in the pivotal trials of
bevacizumab in NSCLC (E4599 and AVAIL).





