Lung cancer

Conclusions: AMR exhibits significant activity with manageable toxicities
as second-line therapy for advanced NSCLC.
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Background: PEM is established as a first-line treatment with cisplatin for
malignant pleural mesothelioma and advanced nonsquamous non-small
cell lung cancer (NSCLC) and as a single-agent second-line treatment
for nonsquamous NSCLC. Since PEM structure and PK are similar to
methotrexate, which is associated with severe toxicity in pts with TSF, we
evaluated PEM in pts with TSF.

Materials and Methods: Pts with TSF (pleural effusions or ascites)
and either relapsed, stage Ill/IV NSCLC or malignant pleural/peritoneal
mesothelioma were enrolled in this multicenter study. PEM (500 mg/m?)
was administered on day 1 of a 21-day cycle with folic acid and vitamin
B4, as per label. TSF was checked prior to each cycle and drained only if
clinically indicated. Plasma samples were collected during cycles 1 and 2
for comparison of PEM concentration with reference data from pts without
TSF and evaluation using population PK methods.

Results: Thirty-one pts (87% male, 74% NSCLC) with TSF (small amount:
15 pts; medium: 14 pts; large: 2 pts) were enrolled and received a median
of 4 cycles/pt (range, 1-11). Mean dose intensity was 97%, with 1 pt
requiring 1 dose reduction for asthenia. Of the 123 doses administered,
7 were delayed due to adverse events (6%) in 4 pts (13%). One pt each
had these possibly drug-related grade 3/4 events: febrile neutropenia,
neutropenia, leukopenia, thrombocytopenia (requiring platelet transfusion).
Five pts received >1 red blood cell transfusion for grade 2 anemia, with
anemia as a pre-existing condition in 2 pts. One pt each had these
investigator-reported, possibly drug-related grade 3/4 events: pulmonary
pain, pleural effusion, ascites. Two pts died on study, one each from non-
drug-related pneumonia and respiratory failure. There was no correlation
between TSF amount and the type, number, and severity of toxicities. PEM
plasma concentrations were within the range of those seen previously in
pts without TSF. PEM CL (clearance), V1 (central volume of distribution)
and V3 (peripheral volume) were not statistically different between patients
with TSF and the reference population; V2 (peripheral volume) was 16%
(95% Cl: 2-31%) greater in patients with TSF.

Conclusions: No clinically relevant alterations of PEM PK occurred in pts
with TSF. PEM was well tolerated; toxicities were expected, manageable,
and consistent with the known PEM safety profile. No additional safety
concerns were identified in these patients.
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Background: SELECTTION is a pan-European, observational, multicen-
tre, prospective cohort study to assess the standard use of 2" line
treatment in locally advanced/metastatic NSCLC.

Methods: This report consists of analysis of the Nordic baseline data
including patient and disease characteristics, treatment history and planned
2"jine treatments. The primary objective of SELECTTION is to assess
the time from initiation of 2"-line treatment to treatment discontinuation.
Treatment cohorts were constructed based on the distribution of patients
across 2"-line treatments by physician decision (pemetrexed, docetaxel,
erlotinib and other treatments).

Results: From the Nordic countries (Denmark [DK], Finland [FI] and
Sweden [SE]), a total of 179 patients was included between January 2007
to January 2008, of which 175 are available for analysis. There was a
difference between the 3 countries with respect to the planned second
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line treatment. In FI and SE, newer drugs like erlotinib and pemetrexed
were more often selected than in DK. Especially in Fl, erlotinib was
more frequently selected (32%) compared to SE (14%) and DK (9%).
Pemetrexed was planned equally in FI and SE (42%) but less so in DK
(11%). The majority of Danish patients were planned with docetaxel in 2nd.
line (78%), while in SE and FI the use of this drug was modest (26% and
15% respectively). Most patients were in PS 0 or 1. Only 28 patients of total
(N=175) were in PS 2 or 3. In patients with low PS, erlotinib is selected
more frequently. With respect to histology, the majority of patients had non-
squamous NSCLC (130 out of 175 patients). Histology appeared to have
no influence on the planned therapy with pemetrexed and docetaxel, while
33 out of 36 patients selected for erlotinib were non-squamous patients.
Patients with stable disease or better as response to 1%-line therapy was
more often planned with pemetrexed or erlotinib compared to docetaxel.
Conclusions: The planned use of 2"-line treatment for NSCLC in the
Nordic countries is not identical. The difference may be due to differences in
institutional guidelines, or selection of patients to this study as only patients
who were not enrolled in clinical trials were eligible for SELECTTION.
Erlotinib was primarily selected in subgroups of patients which are
previously shown to have a better chance of effect. For pemetrexed, newer
data on better efficacy in non-squamous NSCLC did not greatly affect the
planned use during the period that SELECTTION was active.
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Background: D and P are effective in the treatment of NSCLC either as
monotherapy for the 2" Jine treatment of NSCLC or in combination with
other drugs (e.g cisplatin) in the 1! line. We designed a phase | study of
the combination of D/P to determine the dose limiting toxicities (DLT) and
the maximum tolerated dose (MTD) in patients with NSCLC.

Methods: Eligible were patients with confirmed NSCLC. 8 dose levels were
explored of D (1h infusion, d1) and P (10min infusion, d1) every 21d, in a
3+3 escalation design after supplementation with B12 and oral folate. DLT
was defined as gr4 neutropenia, thrombocytopenia and gr3 or 4 febrile
neutropenia and non- hematological toxicity, in cycle 1.

Results: 39 patients were enrolled; male/female: 32/7; median age 60
years (42-80); PS 0/1/2: 15/20/4; stage llIb/IV: 3/36; 21 patients were
chemotherapy- naive, 18 patients had received one prior chemotherapy
regimen. 8 patients had squamous cell pathology, 25 adenocarcinoma and
6 other pathologic types. Median number of cycles was 3 (range, 1-9).
With a median follow up of 16.5 months, the median TTP was 2.4 months
(95% Cl, 1.5-3.2) and the median OS was 10.3 months (95% Cl, 9.3-11.2).
In an intention- to- treat analysis the ORR was 18.4% (1CR, 6PR), whereas
SD was15.8% (6 patients) among 38 eligible for response patients. No
non- hematological DLT was observed. DLTs are shown in the table 1. The
MTD was not reached. The most common toxicities in all dose levels and
cycles were neutropenia (gr2/3/4: 13/12/10), febrile neutropenia (gr3: 3),
nausea/vomiting (gr2: 8), diarrhea (gr2/3/4: 5/3/1) and fatigue (gr2/3: 20/3).
3 more patients have been enrolled at the 8" dose level but they have not
been evaluated till now.

Conclusion: The combination of D/P regimen seems to be active,
tolerable, feasible with easy manageable toxicity even in doses which
exceed the recommended doses for each one in monotherapy setting.
Though the MTD was not reached, we have already planned a phase Il
study with D at 75 mg/m? and P at 500 mg/m? which are the recommended
doses for each drug as single agent therapy.

Level/no of pts Doses of D Doses of P DLTs/ no of pts

1943 65 400

2”d/6 65 450 neutropenia Gr4 = 1, febrile neutropenia Gr3 = 1
3dse 70 450 thrombocytopenia Gr4 = 1

4thse 70 500 neutropenia Gré = 2

5th/3 75 500

6th/e 80 500 neutropenia Gré = 1

e 80 550 neutropenia Gr4 = 1

8"‘/3 pts out of 6 85 500 neutropenia Gr4 = 1






