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3 weeks according to protocol and consecutively underwent surgical re-
section. Radiological and metabolic response was measured by [18F]-
FDG-PET/CT after 3 and 21 days, and postoperatively the pathological
response was assessed in the resection specimen.

Results: Our patient had developed grade 2 skin toxicity in the third
week of erlotinib treatment. Evaluation after 3 days and 21 days with
[18F]-FDG-PET showed no appreciable metabolic response and stable
disease on CT. A lobectomy of the right upper lobe with lymph node
dissection was carried out. Pathological evaluation showed strong
fibrotic degeneration of the original tumor, with a vital rest of less

than 10%. All lymph nodes were free of tumor. The low percentage of
tumor cells did not allow for EGFR mutation analysis. There were no
postoperative complications, and skin toxicity dissolved spontaneously
after cessation of erlotinib.

Conclusions: In this patient with stage I adenocarcinoma of the right
lung, receiving 3 weeks of preoperative erlotinib resulted in near com-
plete pathologic response. This result shows that erlotinib could be a
potent agent in neoadjuvant and/or adjuvant setting in the treatment of
non-small cell lung cancer.
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Analysis of the relationship between the mutations of the EGFR
and response to gefitinib treatment in patients with recurrent lung
cancer after pulmonary resection; updated analysis
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Background: Somatic mutations in the epidermal growth factor recep-
tor (EGFR) gene have been reported to be present in non-small-cell
lung cancer, and associated with sensitivity of tumors to EGFR tyrosine
kinase inhibitors. We previously reported on positive correlation of
EGFR mutations with effectiveness of gefitinib treatment in 59 patients
with recurrence after pulmonary resection (JCO, 23: 2513-2510, 2005).
Here, we report the result of updated analysis based on 103 patients,
adding 44 patients, with longer follow-up.

Methods: We sequenced exons 18-21 of the EGFR gene using total
RNA extracted from 103 patients with lung cancer who were treated
with gefitinib for their recurrent disease. Because this study was a retro-
spective analysis of clinical practice, the evaluation of tumor response
could not be performed strictly according to Response Evaluation Cri-
teria in Solid Tumors. Therefore tumor response to gefitinib treatment
was evaluated by both the imaging studies and the change in serum
carcinoembryonic antigen (CEA). Gefitinib treatment was judged as
effective when the tumors showed at least a 30% decrease in tumor
diameter or when the elevated serum CEA level decreased to a level
less than half of the baseline level.

Results: EGFR mutations were detected in 61 of 103 tumors (59%). Of
them, 31 were exon 19 deletions, 22 were L858R, three were G719X,
three were insertions in exons 19 or 20, and two were other types of
point mutations. Mutations were significantly frequent in female (72%
in female, 48% in male) (P=0.0131, > test), never-smokers (73% in
never-smokers, 48% in former or current smokers) (P=0.0082), and the
patients with adenocarcinomas (65% in adenocarcinomas, 17% in non-
adenocarcinomas) (P=0.0031). The response to gefitinib treatment was
assessable in 88 patients, and 51 patients were evaluated as effective

S724

12% World Conference on Lung Cancer

(the response rate (RR) was 58%). The RR in the patients with EGFR
mutations was 83% (45 of 54 patients was effective), whereas the RR
in those without mutation was 18% (6 of 34 patients was effective).
Logistic regression analysis using various factors (sex, age, smoking
status, histology, existence of prior chemotherapy, pathological stage,
status of EGFR mutation) showed that EGFR mutation (odds ratio
53.666, P<0.0001) and absence of prior chemotherapy (odds ratio
5.979, P=0.0143) were significant factors contributing to the response.
Patients with EGFR mutation survived for a significant longer period
than those without mutations after gefitinib treatment (MST, 30.1
versus 10.6 month; P=0.0038, log-rank test). When the patients with
EGFR mutation were divided to subgroups according to the types of
EGFR mutations, the RRs of each group were differed (93% in exon 19
deletions, 75% in L858R, 67% in G719X, and 0% in exon 19 inser-
tion). However, there was no difference in overall survival after gefi-
tinib treatment between the patients with two major types of mutation
(MST, 36.0 month in exon 19 deletions versus 33.1 month in L858R;
P=0.7247).

Conclusions: We confirmed that the tumors with EGFR mutations
showed good correlation with clinical response to gefitinib treatment
in patients with recurrent lung cancer after pulmonary resection in this
updated analysis. Furthermore, we found that there were differences in
the RR among the classes of mutations.

P3-107 NSCLC: Molecular Targeted Therapy Posters, Wed, Sept 5 — Thurs, Sept 6

Safety of gemcitabine and carboplatin plus bevacizumab for
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preliminary safety data from two ongoing studies
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Background: The current standard of care for advanced stage NSCLC
is platinum-based doublet chemotherapy. Bevacizumab (BV) is a
recombinant, humanized anti-vascular endothelial growth factor mono-
clonal antibody with proven efficacy in cancer therapy. In advanced
NSCLC, the addition of bevacizumab 15 mg/kg every 3 weeks to pacli-
taxel/carboplatin (PC) prolonged survival and progression-free survival
(PES), and improved PFS (survival data pending) when combined with
cisplatin/gemcitabine (Sandler N Engl J Med. 2006, Genentech press
release).

Methods: In the present studies, we are using BV 15 mg/kg day 1 in
combination with gemcitabine (G) 1000 mg/m? days 1 and 8, and car-
boplatin (C) AUCS day 1 for the treatment of NSCLC. Eligible pts with
stage IIIB-IV NSCLC, PS 0-1, and adequate hematologic, renal and he-
patic function, have been enrolled. Pts with squamous cell carcinoma,
tumor in the central airways, baseline hemoptysis, or brain metastases
are excluded; IIIB pts had malignant effusion. GC/BV treatment was
given in q 3-weekly cycles for 4- 6 cycles, with BV continued in stable
and responding patients until progression. One of the studies was
amended after 7 pts were enrolled to reduce the dose of G from 1250

to 1000 mg/m? on days 1 and 8 due to unacceptable neutropenia. Only
data from patients treated after the dose reduction is presented. To date,
17 pts in one trial and 12 pts in the other have received at least 2 cycles
of combination therapy; we report here the hematologic and non-hema-
tologic toxicity of these pts.
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