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1250 mg/m? on days 1 and B with cisplatin 70 mg/m? on day 1 (GC arm) for 4
cyces.

Results: Between Juy 2001 and January 2003, 102 patients were enrolled
(50 on the GV-Gl arm; 52 on the GC arm). Patient characteristics were
balanced between arms (GV-Gl arm: median age 59 years, 84% male,
2? stage IlIB. 24 stage IV. 4 stage IlIA; GC arm: median age 56 years,
87% male, 27 stage IlIB, 23 stage IV, 2 stage IllA). Of the 101 patients
evaluable for response, ORR was significantty higher on the GC arm than
the GV-Gl arm (25% vs 6%, respectively, p=0.007). No complete responses
occurred. TTP was longer on the GC arm than the GV-GI arm (median
135 and 79 days, respedtively), although this difference was not statistically
significant (p = 0.065). Survival was not significantly different between arms
{median 293 and 197 days, respectively; p = 0.16). Although significantly more
thrombocytopenia was reported on the GC arm (21% and 4%, respectively,
p =0.01). it did not lead to more transfusions (15 transfusions in 5 patients vs
14 transfusions in & patierts, respectively) No other toxicities were significantly
different between treatment arms.

Concluslons: GC produced better response in advanced NSCLC than GV-GI,
with a trend towards longer TTP Similar toxicity profles were observed, with
the exception of more thrombocytopenia on the GC arm.

Clinical parameters predictive of response In advance non-small-
cell lung cancer (NSCLC) patlents recalving gefitinib In am
expanded access program (EAP) after fallure of chemotherapy
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Background: Epidermal growth factor receptor tyrosine kinase inhibitors
as geftinib (Iressa®) emerged as an accepted treatment in second- or
thirddine setting in NSCLC. Bronchioloalveolar carcinomas. never or former
smokers and female gender were identified as highly sensitive to gefitinib. The
objective of this analysis was to evaluate If other clinical parameters, such as
response to first-line chemotherapy and time to disease progression to first-line
chemotherapy, can predc the response to gefitinib.

Methods: We analyzed the characteristics and the response to gefitinib of
45 pretreated advanced NSCLT patients, who received gefitinib at the dose
of 250 mg per day continuously until progression or unacceptable toxicity in
an EAP. Patients characteristics were as follows: 30 male and 15 female; 20
adenocarcinomas, 16 squamous carcinomas. 4 bronchioloalveolar carcinomas,
5 NSCLC; performance status (PS) 0: 9 patients, PS 1: 22 patients, PS 2: 14
patients; the median age was 63 yrs (range 35-88); 38 patient were current or
former smokers and 7 never smokers.

Results: lp to now 34/45 patients are evaluable for response: 8 patients
(23 5%) were responders (partial response + stable disease 26 months) and
26 (76.5%) were nonresponders. Predictive factors associated with response
were good performance status (responder rate: 80% In PS 0 patients vs
8.3% In PS 21 patients), smoking history {responder rate: 42.8% in never
smoking patients vs 18.5% in current or former smokers), histology (responder
rate: 66.7% in bronchicloalveolar carcinomas vs 19.3% In other histologies).
Response to first-line chemotherapy didn't affect the response to gefitinib. Time
to disease progression to first-line chemotherapy was 10.5 months in responder
patients and 8 1 morths in non-responders.

Concluslon: Never smoking history, performance status 0 and bronchioloalve-
olar histology were associated with a better response to geftinib. A longer time
to dsease progression to first line chemotherapy seems to be correlated with a
higher response rate to gefitinib and this could be explained by less aggressive
diseases with better biological features. The study is ongoing to better define
these features.
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Background: PS is an independent prognostic factor in NSCLC. Pts with
advanced NSCLC and PS > 2 are generaly not considered candidate for
standard combination platinum—based chemotherapy. However, there is small
evidence in randomized trials that PS > 2 pts may benefit from chemotherapy.
If s0, spedfic reatment strategies must be developed for this group of pts. GEM
Is well tolerated and improves diseaserelated symptoms and PS. Therefore,
we are conducting a multicenter phase Il study with GEM in poor PS pts
with advanced NSCLC. Primary objective is to assess impad of treatment
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on disease-related symptoms palliation, while secondary objedtives are to
evaluate changes from baseline PS, response rate, toxicity and overall survival.
Methods: pts with stage [IIB and IV NSCLC and PS 2 2 are treated with GEM
1200 mg,'m2 on days 1, 8 of each 21-days cycle plus best supportive care
(BSC) for up to 4 cydes. Diseaserelated symptoms improvement is measured
weekly using LTS of FACT-L guestionnaire.

Results: from November 2002 to January 2005, 39 pts were enrolled of
which 29 are so far fully evaluable. Pts characteristics were: 24 M/5 F, 22
PS2/T PS3. medan age 74 (range 63-86). 17 Adenocarcdnoma/8 Squamous/1
Large Cells/3 Unclassified, 9 Stage 1[IB/20 V. all patients were symptomatic.
Evaluable baseline questionnaire was received from 26 pts: among these, 21
pts were evaluable for symptom improvement. Median baseline score for LCS
was 17 (range 7-24). Symptom improvement (defmed as a 2-point or greater
improvement in LCS score sustained for 4 weeks or longer, with no worsening
at any interim weekly time points) rate was 25%. PS improved in 5 pts. 24 pts
completed 2 cycles of GEM and 10 pts completed 4 cycles. For 18 pts who
have been evaluated response rate was 20%. GEM was well tolerated. Median
survival was 126 days.

Concluslons: Preliminary data of this ongoing study indicate that GEM Is
well tolerated and effective in diseaserelated symptoms palliation in pts with
advanced NSCLC and PS 2 2.

Carboplatin plus gemcitabine followed by weekly paciitaxel In
advanced and metastatic non-small cell lung cancer (NSCLC):
A phase Il study
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Background: Chemotherapy for advanced NSCLC has gained widespread
acceptance since it was demonstrated that cisplatin-based chemotherapy
improved survival and quality of life. It was hypothesized that by using a non-
cross resistant sequentia combination of drugs the response rate might be
unaffected or increase, whereas by not giving a three-drug but a sequertial
combination the toxicities associated with the cumulative amount of drugs might
decrease. The primary objective of this sequential study was to determine
the best overall response. Secondary endpoints were survival, toxicity and
feasibility.

Methods: Patients were eligible if they had measurable advanced NSCLC,
no prior chemotherapy, ECOG performance status 0-2 and adequate hepatic,
renal and bone marrow function. Treatment consisted of carboplatin (C) AUC
5 day 1 and gemcitabine (G) 1000 mg/m? days 1 and 8, every 3 weeks
intravenous for maximally 4 cycles, followed by 12 weekly infusions of paclitaxel
(P) B0mg/m?.

Results: Thirty-six of 40 planned patients have enrolled, with at present 28
patients evaluated: 7 female, 21 male with a median age of 60 years (range
41-74 years). Four had stage IIIB and 24 stage [V disease Histological
subtype: 7 squamous cell cardnoma, 14 adenocarcinoma, 5 undfferentiated
large cell carcinoma and 2 not specified. Twenty two patients completed 4
CGcycles, 21 patients started the 2™ part of treatment of which 14 patients
received 6-12 cydes. Ofthe 28 evaluated patients, 10 had a partial response
(PR). 11 stable disease (SD) and 7 progressive disease (PD) on GC-treatment.
Of 10 patients with PR on GC. 8 received P-treatment: 1 having PD, 5
continuing PR and 2 improved PR on P-+reatment. Of 11 patients with SD
on GC, 10 received P-treatment: 3 having PD. 4 continued SD and 3 PR
on P-treatment. Of 7 patients with PD on GC. 3 received P-reatment: al 3
having early PD on P-treatment. Overall. 13 (46%) patients achieved a PR
and 8 (29%) SD. Median survival was 8.5 months (range 1-38+) Grade 3-4
hematologic toxidty occurred In 46% (ANC) and 36% (PLT) of patients in CG-
cycles, not in Pcydes. Grade 3—-4 non-hematologic toxidty was seen In 32%
of patients {mainly lung and asthenia) during CG-treatment. Grade 3-4 non-
hematologic toxicty led to premature treatment discortinuation of P-cycles in
6 of 21 patients, 1.e. grade 3-4 liver toxicity in 1 patient, polyneuropathy in 2
patients, perforated peptic ulcer in 1 patient, and interstiial pneumonitis in 2
patients leading to toxic death in one.

Concluslons: CG followed by P is a very active schedue (46% PR and 29%
SD). but not easy manageable: 9 of 28 (32%) patients prematurely interrupted
treatment because of toxidty. Supported by a grant from Eli Lilly and from
Bristol Myers Squibb.
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Background: Overexpression of COX-2 has been found in lung cancers and
may play a role in inhibition of apoptosis, promotion of angiogenesis and multi-
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drug resistance. In vitro studies shown that COX-2 inhibitors can enhance the
cell kill produced by cytotoxics including docetaxel.

Mathods: Eligible patients had measurable (RECIST criteria) stage 3b (with
pleural effusion) or 4, biopsy proven NSCLC. with adequate renal, hepatic and
haematological function Patients with uncontrolled brain metastases or taking
COX-2 inhibitors/NSAIDs were excluded. Stratum A was patients age>70,
ECOG PS 0-2 and no prior therapy, or age <70, ECOG P52 and no prior
therapy. Stratum B consisted of patients with one prior therapy and ECOG PS
0 or 1. All patients received celecoxib 100 mg po bd and docetaxel 36 mg}m2
IV weekly x6 q 8 weeks. Blood samples were taken for TNF . |I-6 and DNA
analysis for translational studies, Patients at selected centres underwent PET
scans and erythromycin breath testing IEC approval was given and patients
gave written informed consent.

Results: A total of 57 patients were entered on the study, with 39 patients
on Stratum B, enrolled between Jan 2002 & Feb 04 reported in this abstract.
Median age 60 (range 43-86) Males 25/39, ECOG PS =0 8/39, PS 1 = 31/39,
stage 3b with effusion 14/39, stage 4 25/39. Treatment was well tolerated with
a paudty of NCI-CTC {v3.0) grade 3/4 toxicity seen: (grade: pts). neutropenia
grd: 3, grd: 1, infection gr3: 1, gr4: 1; diarthoea gr3: 1, gr4: 3, alopecia gr3: 1.
No cardiovasaular serious adverse events were recorded. Median number of
doses of Docetaxel was 6 (range 0—18). There were 5 responses (2CR, 3PR,
ORR 12.8%; 95% confidence interval 4.3-27 .4%). Median OS was 5 months
(range 8 days to 13+ months).

Concluslons: The combination of docetaxel and celecoxib was well tolerated,
with response and survival rates similar to those of single agent docetaxel.
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programme (EAP) with gefitinlb {lressa’, ZD1839) as
monotherapy In advanced non-small cell lung cancer (NSCLC)
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Antwerpen, Belgium, 5 AstraZeneca, Belgium

Background: A worldwide EAP has enabled »>221 000 patients with advanced
NSCLC to receive Gefitinib ('lressa’. ZD1839) treatment. This paper reports
the pattern of use of Gefitinib and the outcome parameters with this treatment
in the Belgilan EAP. Patients were enrolled at dfferent, university and non-
university, hospitals. Data were sampled from all centres that included ten or
more patients.

Methods: The series consists of 521 patients with advanced or metastatic
NSCLC. Patients received oral Gefitinlb 250 mg/day until disease progression,
death, or unacceptable toxicity. The patient file listed data on demographics,
and effect of Geftinib on tumour evolution, symptoms and outcome. Detailed
information about previous chemotherapy was induded: number of previous
lines, drugs administered, duration of treatment and treatment-free intervals,
and best objective response to each line. Regarding Gefitinib, cormrelation
analysis of potertial predictors of response. disease control, symptom
improvement and survival analysis was performed.

Results: At the time of submission, 215 questionnaires (41%) were completed
for analysis. obtained from five centres that included a high number of patients
in the EAP. Baseline demographics: male/female 154/61, stage |I/IV/unknown
42/156/17, Performance status (PS) 0-1/2/3-4/unknown 85/70/41/19; his-
tology adeno/BAC/other 112/15/88; smoking neverfeverunknown 15/170/30;
prior chemotherapy lines 0/1/2/3+ 19/65/88/43. Best objective response to
chemotherapy treatment was 40% for firstdine, 23% for second-ine, and 15%
for thirddine. The mean treatment-free survival was 4 months after first-line
chemotherapy, 2.3 morths after secondine, and 5.8 months after third-line.
For all Gefitinib treated patients, disease cortrol rate was 34% (objective
response rate 8 4%). median survival 4 5 months, 1-year survival 22 7%, with
symptom improvement in 27%. Geftinib was well tolerated, with grade 3/4
toxicity observed in 9 3% of patients. PS, number of chemotherapy regimens
and female gender were predctive for response and dsease cortrol. PS and
number of chemotherapy regimens were predictive for symptom improvement.
Histology and smoking history lacked such an association. Only PS had a
highly significant impact of PS on survival.

Concluslons: This study gives detalled information on treatment patterns of
advanced NSCLC in a community setting. Gefitinib demonstrated significant
antitumor activity in this large set of pre-treated advanced NSCLC patients.
Predictive factors for activity were better PS, lower number of chemotherapy
regimens and female gender, but not histology or smoking. Prolonged survival
was related to better PS only. Final data, including multivariate analysis, will
be presented.
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Background: To evaluate the efficacy and safety of biweekly docetaxel and
vinorelbine in previously treated patients with advanced NSCLC.

Methods: Patierts with stage |11B (with pleural effusion) and IV NSCLC, which
progressed after or during first line chemotherapy, measurable dsease, ECOG
PS8 =0-2 and adequate organ function were included. Previous treatment
with paditaxel was allowed. Docetaxel was administered at 40mg/m? and
Vinorelbine was administered at 20 mg/m? both iv, days 1 and 14. Cydles were
repeated every 28 days until disease progression, occurrence of unacceptable
toxity or voluntary withdrawal. Both, toxicity and efficacy anadyses were
performed on the intentto-treat {ITT) population.

Results: A total of 50 patients were included (M/F, 40/10). with median age
59 years (31-89) and ECOG PS 0-1 in 75% of patients. Tumor histology
mainly induded epidermoid {(50%). adenocarcinoma (25%). Tumor stage was
B (35%) and IV (65%). Medan number of metastatic lesions was 2 (51%
with 2 or more), located mainly in lymph nodes(33%). adrenal gands (31%).
lung (31%) and bone (21%) Previous chemotherapy induded platinum (87 8%).
gemcitabine (B2 6%) and paditaxel {71.3%)_ A total of 170cycles (median 3,
range 1-8) were administered. Median relative dose intensity for biweekly
docetaxel and vinorelbine was 89%. Toxicity: Grade IIl/IV hematologic toxicities
per patient were neutropenia (20%) and anemia (4%). One patient ded due
to neutropenia grade 3 and sepsis. Febrile neutropenia was observed In 3
patients. Grade 11/IV non-hematologic toxicities occurred in <5% of patients,
and induded asthenia (4%). vomiting (2%). mucositis (2%) and diarhea
(2%).Efficacy: Of 49 ITT patients {1 patient have Just begun chemotherapy), 1
achieved CR. 4 PR, 11 SD and 23 progressed resuting in an ORR of 10 2%
(95%CI: 1.6-18.3%). Ten patients coud not be evaluated for response due
to early withdrawal (6 tumorrelated exitus, 1 PS. deterioration_, 1 toxic death
and 2 not-treatment-related pneumonias). Medan TTP and OS were B7 days
(95%CI: 33.4-140.6) and 198 days (95%CI: 115.1-280 8). respectively.
Concluslon: Biweekly docetaxel and vinorelbine is an active and feasible
regimen in previously treated patients with advanced NSCLC.

[P-588] Gemcitabine/docetaxel {GD) vs gemcitabine/cisplatin (GC) In
stage IIB/IV advanced non-small cell lung cancer (NSCLC):
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Background: This tria was designed to compare, In terms of response
rates, the standard regimen gemcitabine/cisplatin versus a non-platin regimen,
gemcitabine-docetaxel in NSCLC. The chemotherapy regimens administered
were. Arm A: gemcitabine 1250 ngfm2 d188 plus dsplatin 75 mg,'m2 di; Arm
B: gemdtabine 1000 mg}'m2 d1&8 plus docetaxel B5 mga'm2 d1 repeated every
three weeks. Eligibility criteria were measurable stage IV or stage [lIB with
pleural effusion NSCLC (brain metastases eligble if asymptomatic) and PS
(ECOG Scale) = 0-2.

Results: 108 patients (pts) were included between January 2001 and August
2004, 56 in arm A and 52 in arm B. Till the moment 92 patients has been
analyzed. For amm A medan age was 60 {(57-62); PS 0-1. 85.7%, PS 2:
14 3%, Stage [V: 80%, Stage [lIB: 20%. For arm B median age was 62 (59-63),
PS 0-1: 85.7%, PS8 2: 14 3%, Stage V. 85.7%, Stage IlIB: 14.3%. Response
rates are available in 92 evaluable pts: Arm A (30 pts): CR 2.2%, PR 35.6%,
ED 33.3%,; Arm B (42 pts): CR 2.8%, PR 47.2%, ED 22.2%. Median overall
survival (OS) was 8.9 months (6.3-11.7) in arm A and 8.6 months (5.2-10) in
arm B (p = 0.328): median time to progression disease (TTPD) was 6 4 months
(4.2-76) in aim A and 55 months (4 2-10) in arm B (p=0973) Toxicities
indude, in Arms A and B respectively: Grade 3-4 neutropenia 48% and 47 6%,
with neutropenic fever in 2% and 2 4% Grade 3-4 thrombocytopenia 24%.,
4 8% Grade 3-4 anemia 12% and 2 4% Non-hematological toxicity grades
3-4 were similar in both arms, with the exception of nausea and vomiting, (14%
and 2 4% in arm A and B respectively): renal and hepatic toxicity (hepatic 6 1%
vs. 17.2% and rena 4.1% vs. 0%); and infection (4% vs. 14.3%).
Concluslons: With the disposable data, overall response rate was higher
in the combination gemcitabine-docetaxel, although there are no significant
dfferences in OS and TTPD. GD is an active non-platin regimen and a good
frst treatment option for advanced NSCLC.



