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Lung cancer is the leading cause of cancer mortality in the United States in both men and women, resulting in more
deaths than breast, prostate, colon and pancreatic cancer combined. Progress in the screening, prevention and
treatment of this disease has been modest, and about 85 percent of patients who develop lung cancer will die from it.
In addition, a sense of therapeutic nihilism has pervaded the medical community in the past. Chemotherapy, surgery
and radiation therapy have had modest effects on patient outcomes. However, recent improvements have been seen
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program assists physicians with the formulation of up-to-date clinical management strategies.
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e Describe the key clinical and pathologic risk factors that influence clinician selection of the medical and
surgical management of lung cancer.

e Develop an evidence-based algorithm for the initial treatment of localized non-small cell lung cancer
(NSCLC), exploring the roles of neoadjuvant and adjuvant systemic therapy.

e Discuss the existing data and emerging research focusing on the optimal management of locally advanced
Stage Il NSCLC, incorporating the concepts of induction chemotherapy, concomitant chemoradiation
therapy and the role of consolidation regimens.

e Review the existing research that supports alternative doses, formulations and schedules of the commonly
used adjuvant and metastatic chemotherapeutic regimens.

e Describe the emerging role of novel taxane delivery systems and associated efficacy and tolerability findings.

e Review and critique the emerging clinical research data and ongoing trials evaluating the future roles of
novel molecular targeted agents in lung cancer.

e Describe the contributory roles of surgery, radiation therapy (local and prophylactic cranial irradiation) and
chemotherapy in the management of limited- and/or extensive-stage SCLC.

e Counsel appropriately selected patients about the availability of ongoing clinical trial participation.

PURPOSE OF THIS ISSUE OF LUNG CANCER UPDATE

The purpose of Issue 1 of Lung Cancer Update is to support the learning objectives by featuring the perspectives

of Drs Bunn, Hanna and Wozniak on the integration of emerging clinical research data into the management of

lung cancer.
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INTERVIEW

Paul A Bunn Jr, MD

Dr Bunn is Professor and Director at the University of
Colorado Cancer Center and is James Dudley Chair in
Cancer Research in Denver, Colorado.
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Select Excerpts from the Interview
Track 2

DR LOVE: Can you review what we know about the use of bevacizumab
to treat metastatic NSCLC?

DR BUNN: Two randomized Phase III trials have evaluated bevacizumab
(Sandler 2006; Manegold 2007). One from the US, ECOG-E4599, evaluated
it in combination with carboplatin/paclitaxel. The addition of bevacizumab
demonstrated a survival benefit with a hazard ratio that was clinically relevant

2



(Sandler 2006; [1.1]). So for patients like the ones who were included in
ECOG-E4599 (ie, nonsquamous tumors, no brain metastases, no hemoptysis,
no anticoagulants), I believe most oncologists in the US would use bevaci-
zumab. I would.

It is reasonable to use bevacizumab for patients who are similar to those who
were eligible for ECOG-E4599. However, some questions remain. Bevacizumab
has been used for patients with gliomas, and an ongoing study is testing it in
patients with brain metastases.

Currently, if you have a patient with a radiated brain metastasis, you should
not administer bevacizumab. If a patient is receiving warfarin or subcutaneous
heparin, the administration of bevacizumab is also questionable.

Two major differences arose between the AVAIL trial and the ECOG-E4599

trial. The first difference was that the chemotherapy in the AVAIL study was

gemcitabine based instead of paclitaxel based. The second difference was that
the AVAIL trial used two every three-week doses of bevacizumab, 7.5 mg/kg
and 15 mg/kg.

ECOG-E4599: Efficacy of the Addition of Bevacizumab (B) to
Paclitaxel (P) and Carboplatin (C) in Previously
Untreated Metastatic Nonsquamous NSCLC

Endpoint PC (n =433) PCB (n = 417) HR (95% CI) p-value
Median OS 10.3 months 12.3 months 0.79 (0.67-0.92) 0.003
Two-year OS 15% 23% — —

Median PFS 4.5 months 6.2 months 0.66 (0.57-0.77) <0.001
Overall response 15% 35% — <0.001

0S = overall survival
PFS = progression-free survival

SOURCE: Sandler A et al. N Engl ] Med 2006;355(24):2542-50. Abstract

The AVAIL Study: Progression-Free Survival (PFS) After Cisplatin/
Gemcitabine with or without Bevacizumab for Chemotherapy-Naive
Patients with Nonsquamous Advanced or Recurrent NSCLC

Median PFS Hazard ratio p-value
Cisplatin/gemcitabine +
placebo 6.1 months Reference Reference
Cisplatin/gemcitabine +
bevacizumab 7.5 mg/kg 6.7 months 0.75 0.0026
Cisplatin/gemcitabine +
bevacizumab 15 mg/kg 6.5 months 0.82 0.0301

SOURCE: Manegold C et al. Proc ASCO 2007;Abstract LBA7514.



The primary endpoint of the AVAIL study was progression-free survival, and
that endpoint was met. That has been presented, but the survival data have not
been presented (Manegold 2007; [1.2]).

For progression-free survival, no difference was observed between the
7.5-mg/kg dose and the 15-mg/kg dose every three weeks, and the improve-
ments seemed less striking than those in ECOG-E4599.

We do not know whether the choice of chemotherapy matters or whether the
dose of bevacizumab matters. My inclination is to continue using paclitaxel/
carboplatin with bevacizumab at a dose of 15 mg/kg every three weeks.

Tracks 5-6

DR LOVE: What do we know about combining other agents with
bevacizumab?

DR BUNN: We have some data in the second-line setting. A randomized Phase
IT trial compared docetaxel or pemetrexed alone, docetaxel or pemetrexed with
bevacizumab or erlotinib with bevacizumab.

The patients in the arms that received bevacizumab seemed to do better than
the patients who received chemotherapy alone (Fehrenbacher 2006; [1.3]). The
data from this study suggest that two more drugs — pemetrexed and docetaxel
— are useful with bevacizumab.

DR LOVE: How do you think through treatment decisions in the second line?

DR BUNN: Second-line treatment is an issue because several drugs —
docetaxel, pemetrexed, gefitinib and erlotinib — have been tested and have a

Phase Il Trial of Bevacizumab with Chemotherapy or Erlotinib
Compared to Chemotherapy Alone in Recurrent or Refractory
Non-Small Cell Lung Cancer: Efficacy Data

Chemotherapy* Chemotherapy* + Bevacizumab +
alone bevacizumab erlotinib
(n=41) (n =40) (n=39)
Progression-free survival
Median 3.0 months 4.8 months 4.4 months
Six-month rate 21.5% 30.5% 33.6%
Hazard ratio (95% Cl) NA 0.66 (0.38-1.16) 0.72 (0.42-1.23)
Overall survival
Six-month rate 62.4% 72.1% 78.3%
Response rate
CR/PR 12.2% 12.5% 17.9%
CR/PR/SD 39.0% 52.5% 51.3%

* Docetaxel or pemetrexed

SOURCE: Fehrenbacher L et al. Proc ASCO 2006;Abstract 7062.



The INTEREST Trial: A Randomized Phase Il Trial of Gefitinib versus
Docetaxel for Patients with Platinum-Treated NSCLC

Accrual: 1,466 (Closed)

Eligibility
e >18 years of age with progressive

or recurrent disease after
chemotherapy R
e |ife expectancy > 8 wk
e Failed at least one platinum-
based chemotherapy regimen
e PSO0-2

Overall survival (0S) in the per-protocol population (n = 1,433)

Gefitinib Docetaxel
(n=723) (n =710) HR (96% Cl)
Events 593 (82%) 576 (81.1%) 1.02 (0.91-1.15)
Median OS 7.6 mo 8.0 mo
One-year survival 32% 34%
Treatment-related adverse event (AE) summary
Grade I1I/1V AEs 8.5% 40.7%
Serious AEs 3.8% 18.2%
Deaths caused by AEs 0.8% 2.1%
Study discontinuations
caused by AEs 4.1% 10.9%

SOURCE: Douillard J-Y et al. Proc 12" World Conference on Lung Cancer 2007;Abstract PRS-02.

beneficial effect. The largest comparative study, which was presented in Seoul
in 2007, was the INTEREST trial.

Docetaxel was compared to gefitinib, and there was absolutely no difference.
Those results might lead people to use gefitinib because less toxicity occurred
with gefitinib (Douillard 2007; [1.4]).

In the trial comparing pemetrexed to docetaxel, survival was again identical,
but pemetrexed was the winner because it was associated with much less
toxicity (Hanna 2004). A comparison of pemetrexed versus gefitinib or
erlotinib has not been completed.

Track 7

DR LOVE: You mentioned that you tend to use carboplatin/paclitaxel.
What are your thoughts about nab paclitaxel in lung cancer?

DR BUNN: The Phase II trials are complete (Reynolds 2007; Hawkins 2007,
Greco 2006), and nab paclitaxel is active. It is similar to paclitaxel but is more
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convenient. Ongoing randomized Phase III trials are largely being conducted
outside of the US.

If the findings are negative, that will probably be the end of the drug in lung
cancer. If they’re positive, the question is, how would nab paclitaxel be used?
And that depends on the magnitude of the differences shown in the Phase III
trials. In the US, I believe nab paclitaxel will be used by some clinicians.

Track 13

DR LOVE: Where are we in terms of adjuvant trials for NSCLC?

DR BUNN: Currently, the hope is that three important adjuvant trials
— ECOG-E1505, EORTC-08021 and RADIANT — will all accrue. The
RADIANT trial, which is testing erlotinib (1.5), started first. In that study,
patients may or may not have received adjuvant chemotherapy.

A patient with Stage IB disease who is not treated in the adjuvant setting is
eligible for the study. A patient with Stage II disease who has experienced side
effects from surgery and does not want chemotherapy is also eligible, as is the
patient who has completed adjuvant chemotherapy. To participate in the study,
the patient’s tumor must be IHC-positive and/or FISH-positive for EGFR.

DR LOVE: What about the off-protocol use of erlotinib for such patients as an
alternative strategy?

DR BUNN: Because we have no data, it is not done much. I have treated one
or two patients that way. It is not something that I recommended, but because
the patients were interested and wanted to do it, I did not prevent them from
doing it. If it were me and my tumor was FISH-positive for EGFR, I would
doit. =

The RADIANT Trial: A Phase Il Study of Erlotinib or
Placebo with or without Adjuvant Chemotherapy for
Patients with Resected, EGFR-Positive NSCLC

Protocol IDs: OSI-774-302, NCTO0373425
Target accrual: 945 (Open)

Eligibility  Erlotinib 150 me dailv x = |
* Resected Stage IB to IlIA 2 years

e EGFR-positive by FISH or IHC || R”
e <4 cycles of platinum-based
chemotherapy (optional)

* Stratified by histology (squamous versus other), gender, age, EGFR status, smoking status
and adjuvant chemotherapy

SOURCES: NCI Physician Data Query, December 2007; Wakelee H et al. Oncologist
2007;12:331-7. Abstract
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Select Excerpts from the Interview

ECOG-E1505: Adjuvant chemo-
therapy with or without bevaci-
zumab for Stage IB to IlIA NSCLC

Adverse prognostic factors in
Stage IB NSCLC

Selection of an adjuvant
chemotherapy regimen

AVAIL: Bevacizumab (7.5

versus 15 mg/kg) with cisplatin/
gemcitabine for chemotherapy-
naive patients with advanced or
recurrent nonsquamous NSCLC
Risk and benefit tradeoffs of
bevacizumab in the adjuvant
setting

Duration of adjuvant bevacizumab
in E1505

Research strategies to identify
populations sensitive to EGFR TKls

Exploring new clinical research
strategies with chemoradiation
therapy and targeted therapy in
lung cancer

HOG LUN 01-24: Cisplatin/
etoposide and concurrent
radiation therapy with or without
consolidation docetaxel for
inoperable Stage IIl NSCLC

Tracks 1, 3

INTERVIEW

Track 10

Track 11

Track 12

Track 13

Track 14

Track 15

Track 16

Track 17

Track 18

Nasser H Hanna, MD

Dr Hanna is Associate Professor in the Department of
Medicine’s Division of Hematology/Oncology at Indiana
University Medical Center’s School of Medicine in India-
napolis, Indiana.

Toxicity of consolidation docetaxel
in HOG LUN 01-24

Relationship between number of
adjuvant chemotherapy cycles
and clinical benefit in Stage Il
NSCLC

Combined anti-angiogenic
strategies in lung cancer with
bevacizumab and enzastaurine

Emerging clinical trial data and
clinical experience with sorafenib
in lung cancer

Novel agents in development in
lung cancer

Clinical trial results with the oral
EGFR and VEGFR TKI vandetanib
in lung cancer

NCI Canada BR.20: Maintenance
vandetanib for patients with small
cell lung cancer (SCLC) who have
a complete or partial response to
induction therapy

Clinical trial data with the EGFR
monoclonal antibody cetuximab
in lung cancer

Clinical algorithm for treatment of
advanced NSCLC

DR LOVE: What are your thoughts about the ECOG-E1505 adjuvant
study evaluating bevacizumab?



DR HANNA: ECOG-E1505 is a randomized Phase III study that will treat
patients with resected, Stage IB to IIIA NSCLC. Patients will receive one of
three cisplatin-based chemotherapy regimens — cisplatin/gemcitabine, cispl-
atin/docetaxel or cisplatin/vinorelbine — with or without bevacizumab (2.1).

DR LOVE: Currently, in your own practice outside of a protocol setting, how
are you approaching the selection of chemotherapy?

DR HANNA: I use cisplatin-based therapy unless there is a contraindica-
tion such as modest renal insufficiency, in which case I administer carbo-
platin. I believe little difference exists between the two agents, which may be
supported by early data from a European neoadjuvant trial presented at ASCO
this year (Milleron 2007).

DR LOVE: Which agent do you generally combine with cisplatin in the
adjuvant setting?

DR HANNA: I generally use docetaxel. The majority of data we have from
the adjuvant setting are with cisplatin/vinorelbine. However, you want to use
your best regimens from the metastatic setting in the adjuvant setting. Trials
have been conducted comparing cisplatin/docetaxel to cisplatin/vinorelbine
(Fossella 2003; Douillard 2005; [3.1]) or single-agent docetaxel to single-agent
vinorelbine, in which docetaxel was a more active and effective agent (Fossella
2000; Kudoh 2006). That is why I use cisplatin/docetaxel.

Phase Il Study of Adjuvant Chemotherapy with or without Bevacizumab
for Patients with Completely Resected Stage IB-IIIA NSCLC

Protocol ID: ECOG-E1505; Target Accrual: 1,500

Chemotherapy

Adjuvant chemotherapy (vinorelbine + cisplatin OR docetaxel + cispla-
tin OR gemcitabine + cisplatin)

R

Adjuvant chemotherapy (as described above) with bevacizumab on
dl g3wk x 1y

* Patients are stratified according to type of chemotherapy, stage, histology and gender.

Eligibility

e Resection within the past six to 12 weeks e History of myocardial infarction or angina
e ECOG performance status 0-1 acceptable if no evidence of active dis-

e No history of CVA or TIA ease within the past 12 months

SOURCE: NCI Physician Data Query, January 2008.

Track 9

DR LOVE: Can you discuss the Hoosier Oncology Group (HOG) trial
data you presented at ASCO 2007?



DR HANNA: In 2003, SWOG published results from their Phase II trial,
S9504, which included 83 patients with Stage IIIB disease who were treated
with two cycles of cisplatin/etoposide concurrent with 61 Gray of radiation
followed by three cycles of docetaxel. The median survival was 26 months
(Gandara 2003, 2006). This population should have had a median survival of
about 13 months. They had a five-year survival of 29 percent. Historically,
that group should have had a five-year survival of five, seven or eight percent.

This regimen engendered a lot of enthusiasm and became a de facto standard
for many physicians based on a single, small Phase II trial. We sought to
confirm that the strategy was effective and conducted a randomized Phase 111
study for patients with Stage IITA and Stage IIIB disease (Hanna 2007).

A total of 243 patients entered our trial. All patients received cisplatin/etopo-
side and concurrent radiation at 59.4 Gray. Then, after a rest period of four to
eight weeks — and as long as they had not progressed and remained eligible
— patients were randomly assigned to either three cycles of docetaxel or
observation. We reported several provocative findings. No difference was
observed in progression-free survival between the two randomization arms,
and no difference was observed in overall survival. The p-value was 0.9 and
the curves were completely superimposable (Hanna 2007). We determined
that no evidence existed that consolidation docetaxel after chemoradiation
therapy improves outcomes but does significantly increase risks for patients,
including treatment-related death and serious toxicities such as febrile neutro-
penia, infections and Grade III/IV pneumonitis.

Track 15

DR LOVE: Can you discuss how vandetanib works and what we know
about it in lung cancer?

DR HANNA: Vandetanib is an interesting oral agent. It is a dual EGFR and
VEGFR kinase inhibitor. The questions are, is it as good of an EGFR inhib-
itor as erlotinib, and is it as good of a VEGF inhibitor as bevacizumab? Simply
because it hits the same general pathways and targets does not mean that it
will be better than administering two drugs.

At ASCO 2006, Dr Natale reported the results from a trial comparing
vandetanib to gefitinib in the second-line setting. The primary endpoint of
the trial was progression-free survival. Vandetanib had a higher response rate
and an improved progression-free survival compared to gefitinib (Natale 2006;
[2.2]). Also at ASCO 2006, Dr Heymach reported the results of a three-arm,
randomized Phase II study in the second-line setting. The patients in the two
arms containing vandetanib had what appeared to be an enhanced progres-
sion-free survival compared to docetaxel alone (Heymach 2006, 2007b; [2.2]).

A randomized Phase 11 trial, reported at ASCO 2007, evaluated carbopl-
atin/paclitaxel with or without vandetanib as first-line therapy. The patients
receiving vandetanib appeared to have an improved progression-free survival

compared to those receiving chemotherapy alone (Heymach 2007a).
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Vandetanib in the Treatment of Patients with Advanced Non-Small Cell
Lung Cancer Previously Treated with Platinum-Based Chemotherapy

Docetaxel + Docetaxel +

Docetaxel + vandetanib vandetanib
Vandetanib! Gefitinib! placebo? 100 mg? 300 mg?
(n = 83) (n =85H) (n=41) (n=42) (n=44)
Median PFS 11.0 wks 8.1 wks 12.0 wks 18.7 wks 17.0 wks
Hazard ratio 0.69 0.64 0.83
(95% Cl) (0.50-0.96) — NA (0.38-1.05) (0.50-1.36)
p-value 0.025 — NA 0.074 0.231

SOURCES: ! Natale RB et al. Proc ASCO 2006;Abstract 7000; > Heymach JV et al. J Clin Oncol
2007b;25(27):4270-7. Abstract

Track 18

DR LOVE: How do you approach first-line therapy for patients with
metastatic NSCLC?

DR HANNA: If a patient has a performance status (PS) of 3 or 4, the right
treatment is best supportive care. If the patient has a PS of 2 and in addition is
experiencing significant loss of appetite, loss of weight and comorbidities, then
I believe the appropriate practice is best supportive care unless he or she is a
never smoker. Then I would consider single-agent erlotinib.

For patients with a PS of 0 or 1 and no contraindications to chemotherapy,
I believe a platinum-based, two-drug regimen is standard. For patients who
don’t have brain metastases, squamous histology, a history of hemoptysis or
uncontrolled hypertension, the addition of bevacizumab is reasonable.

I treat those patients initially with two courses of chemotherapy and

repeat their CT scan. If they appear to obtain clinical benefit, I administer
four courses of chemotherapy. Because the Sandler study continued patients
on bevacizumab (Sandler 2006), I administer it as maintenance until time
of progression.

DR LOVE: Which chemotherapy regimens do you think are reasonable to use
in the first-line setting with bevacizumab?

DR HANNA: The only randomized Phase III data are with carboplatin/pacli-
taxel (Sandler 2006; [1.1]) and cisplatin/gemcitabine (Manegold 2007; [1.2]).
I believe it’s reasonable to use either of those regimens with bevacizumab.
Bevacizumab is likely to be safe and effective with other regimens, too.

We will be seeing data with docetaxel/platinum and pemetrexed/platinum.
At ASCO 2007, Dr Patel reported an improved response rate and accept-
able toxicities with carboplatin/pemetrexed and bevacizumab (Patel 2007). I
believe those types of regimens would be perfectly acceptable. m
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therapy and bevacizumab for
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Stage IlIB or IV nonsquamous
NSCLC
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Select Excerpts from the Interview

Tracks 1-2

Dr Wozniak is Professor of Medicine and Oncology and
Leader of the Thoracic Multidisciplinary Team at Wayne
State University’s Karmanos Cancer Institute in Detrait,

Phase IlI study of pemetrexed/
cisplatin versus gemcitabine/
cisplatin for chemotherapy-naive
patients with locally advanced or
metastatic NSCLC

Erlotinib as a single agent or
intercalated with combination
chemotherapy for patients with
newly diagnosed advanced
NSCLC and EGFR-positive tumors

Controversial issues in the clinical
use of bevacizumab for NSCLC

First-line therapy for never
smokers or oligosmokers

Gender and response to
bevacizumab

SWOG-S0635: Erlotinib and
bevacizumab for Stage IlIB or IV
bronchoalveolar carcinoma
(BAC) or adenocarcinoma with
BAC features

Development of the multikinase
inhibitor vandetanib in NSCLC

Prophylactic cranial irradiation
(PCI) versus no PCl in extensive-
disease SCLC after response to
chemotherapy

DR LOVE: How do you approach the selection of chemotherapy in the
adjuvant setting?

DR WOZNIAK: Whether to use cisplatin or carboplatin is a big question. In
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practice, I believe most physicians prefer using carboplatin because it’s easier.
All the evidence, even in the advanced-disease setting, indicates that cisplatin is
likely more effective. It may not make a difference for patients with metastatic
disease, but it may make a difference in the adjuvant setting. Generally, I use
cisplatin whenever possible, combined with either vinorelbine or docetaxel.
Most of the trials, including the Canadian trial (Winton 2005) and the ANITA
trial (Douillard 2005, 2006), used vinorelbine. In IALT, approximately 25
percent of the patients received vinorelbine and approximately half of the
patients received etoposide (Arriagada 2004).

In advanced disease, TAX-326 compared cisplatin/vinorelbine to cisplatin/
docetaxel and carboplatin/docetaxel. The cisplatin/docetaxel arm was better
in that trial (Fossella 2003; [3.1]), which is why many people use it as adjuvant
treatment.

Phase Il Randomized Trial (TAX-326) of Docetaxel with
Platinum Combination versus Vinorelbine/Cisplatin for Patients
with Previously Untreated Advanced NSCLC: Comparison of
Docetaxel/Cisplatin and Vinorelbine/Cisplatin*

Docetaxel/cisplatin = Vinorelbine/cisplatin

(n =408) (n =404) p-value
Overall median survival 11.3 months 10.1 months
(95% Cl) (10.1-12.4) (9.2-11.3) 0.044
Estimated one-year survival 46% 41%
(95% Cl) (42%-51%) (36%-46%) —
Estimated two-year survival 21% 14%
(95% Cl) (16%-25%) (10%-18%) —
Overall response rate 31.6% 24.5%
(95% Cl) (27.1%-36.4%) (20.4%-29.0%) 0.029¢

Cl = confidence interval

* Comparison of docetaxel/carboplatin and vinorelbine/cisplatin not presented in this table;
"Nonparametric, covariate-adjusted log-rank test; * hazard ratio = 1.183;

¢ Fisher exact test

SOURCE: Fossella F et al. J Clin Oncol 2003;21(16):3016-24. Abstract

Tracks 6, 8

DR LOVE: Can you discuss the SWOG-S0533 study for patients with
unresectable Stage III NSCLC?

DR WOZNIAK: It is still in the early stages of accrual. The goal of the trial is to
offer bevacizumab to these patients. Not a lot is known about the combination
of chemotherapy, radiation and bevacizumab. So the trial has two groups of
patients and three cohorts of treatment (3.2).

One of the groups of patients will be considered at low risk with regard to
hemoptysis associated with bevacizumab, and the other group will be consid-
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Phase I/l Pilot Study of Induction Therapy with
Cisplatin/Etoposide/Radiation Therapy with or without Bevacizumab
Followed by Consolidation with Docetaxel/Bevacizumab for Patients with
Newly Diagnosed, Unresectable Stage Il NSCLC

Protocol ID: SWOG-S0533
Target Accrual: 182 (Open) Trial Start Date: June 15, 2006

Cisplatin/etoposide + thoracic radiation therapy

- Cisplatin/etoposide + thoracic radiation therapy
Induction therapy | + bevacizumab (d15, 36, 57)

Cisplatin/etoposide + thoracic radiation therapy
+ bevacizumab (d1, 22, 43)

Three to six weeks after induction therapy, all patients receive consolidation therapy.

Docetaxel + bevacizumab (with filgrastim or
pegfilgrastim) q3wk x 3

Primary Endpoints
Frequency and severity of toxicity

Secondary Endpoints
Progression-free survival, overall survival and response

Stratification

High versus low risk

Eligibility

e Stage IlIA (N2) disease meeting the following criteria:
N2 mediastinal lymph nodes must be multiple or bulky on CT scan or x-ray so that the
patient is not a candidate for induction chemotherapy or chemoradiation therapy followed
by surgical resection

e Stage IIIB disease with histologically or radiographically confirmed positive N3 nodes

e T4 lesions of any size that invade the mediastinum, heart, great vessels, trachea, esopha-
gus, vertebral body or cranium

SOURCE: NCI Physician Data Query, January 2008.

ered at high risk. High risk is defined by predominantly squamous histology,
a history of hemoptysis or a tumor that is fairly central, near a major blood
vessel or with some cavitation. The low-risk and the high-risk groups will
accrue independently.

The first cohort of patients will receive cisplatin/etoposide and radiation
therapy. After a break, they will receive bevacizumab with docetaxel consoli-
dation. If the side effects are acceptable in the high-risk and low-risk groups,
then we move to the second cohort. It is similar to a Phase I study.

DR LOVE: In the second cohort, will you add bevacizumab during chemora-
diation therapy?

DR WOZNIAK: Yes, in the midst of it. Then, if we reach the third cohort,
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bevacizumab will be administered at the beginning of chemoradiation therapy.
‘We have another trial evaluating cisplatin/pemetrexed with radiation therapy
in Stage III disease. This trial was designed before the HOG trial results were
available (Hanna 2007), and we’re using docetaxel consolidation. Pemetrexed
is another drug that can be administered at full doses with radiation therapy.

I believe it is an up-and-coming drug in lung cancer and that it may be the
drug to use in Stage III disease. We decided to keep docetaxel consolidation
because a different chemotherapy agent is administered with the radiation
therapy, and this may be good.

DR LOVE: What data do we have with pemetrexed in combination with
chemoradiation therapy in Stage III disease?

DR WOZNIAK: Studies are ongoing. Our trial is new, but in the patients we’ve
treated, it’s been tolerable. I can’t tell you anything about survival because
we don’t know that yet. Pemetrexed is well tolerated when administered in
concurrence with radiation therapy. Patients are generally able to get through
the entire treatment without dose reductions. Cisplatin/etoposide/radiation
therapy is also well tolerated. The question is which is the better combination.

Track 13

DR LOVE: What is your treatment algorithm for metastatic disease in a
nonsmoker or a nonsmoker with EGFR-positive disease?

DR WOZNIAK: The only factor I consider is nonsmoking status because that
seems to have the strongest support for using an EGFR inhibitor. In the clinical
setting, I believe the standard approach up front is still systemic chemotherapy.
As first-line therapy, I use carboplatin/paclitaxel or carboplatin/gemecitabine.

In terms of what to do with the never smoker — someone who’s smoked
fewer than 100 cigarettes in his or her lifetime — I will discuss the option of
erlotinib. If any patients were going to respond, they would be in that partic-
ular group. The majority of patients who dramatically respond to these drugs
generally do so within the first four weeks of treatment. So if someone would
like that option, I don’t believe there’s anything wrong with it.

DR LOVE: Would you consider it as first-line therapy?

DR WOZNIAK: For a never smoker, I would.
Track 15

DR LOVE: Can you describe the two SWOG studies that are evaluating
the combination of erlotinib and bevacizumab?

DR WOZNIAK: These trials will study patients who we perceive will benefit
more from erlotinib. Patients will receive the combination of erlotinib and
bevacizumab, which appeared promising in other clinical trials (Groen 2007;
Herbst 2005, 2007). We will also evaluate biologic correlates — mutations,
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EGFR expression and FISH analysis — that will be important in order to
determine whether characteristics of the tumor predict response.

DR LOVE: Are you using erlotinib/bevacizumab off study?

DR WOZNIAK: Not currently. We are participating in a Phase III study evalu-
ating erlotinib with bevacizumab or placebo as second-line treatment. I would
like to see the results of that study first.

DR LOVE: If a patient who is a never smoker, has the EGFR mutation or has
FISH-positive disease responds well to chemotherapy and bevacizumab, some
physicians will discontinue chemotherapy and continue treatment with bevaci-
zumab. At some point would you add erlotinib to the bevacizumab?

DR WOZNIAK: I like to see evidence before combining certain agents, but I
suspect that for that patient, even I might be willing to combine erlotinib and
bevacizumab. =

SELECT PUBLICATIONS

Arriagada R et al; International Adjuvant Lung Cancer Trial Collaborative Group. Cisplatin-
based adjuvant chemotherapy in patients with completely resected non-small-cell lung
cancer. N Engl ] Med 2004;350(4):351-60. Abstract

Douillard JY et al. Adjuvant vinorelbine plus cisplatin versus observation in patients with
completely resected stage IB-IIIA non-small-cell lung cancer (Adjuvant Navelbine
International Trialist Association [ANITA]): A randomised controlled trial.

Lancet Oncol 2006;7(9):719-27. Abstract

Douillard J et al. ANITA: Phase III adjuvant vinorelbine (N) and cisplatin (P) versus
observation (OBS) in completely resected (stage I-III) non-small-cell lung cancer
(NSCLC) patients (pts): Final results after 70-month median follow-up. On behalf of
the Adjuvant Navelbine International Trialist Association. Proc ASCO 2005;Abstract 7013.

Fossella F et al. Randomized, multinational, phase III study of docetaxel plus platinum
combinations versus vinorelbine plus cisplatin for advanced non-small-cell lung cancer:
The TAX 326 study group. J Clin Oncol 2003;21(16):3016-24. Abstract

Groen HJ et al. A phase II study of erlotinib (E) and bevacizumab (B) in patients (pts)
with previously untreated stage IIIB/IV non-small cell lung cancer (NSCLC). Proc
ASCO 2007;Abstract 7625.

Hanna NH et al. Phase III trial of cisplatin (P) plus etoposide (E) plus concurrent chest
radiation (XRT) with or without consolidation docetaxel (D) in patients with inoper-
able stage III non-small cell lung cancer (NSCLC): HOG LUN 01-24/USO-023.

Proc ASCO 2007;Abstract 7512.

Herbst RS et al. Phase II study of efficacy and safety of bevacizumab in combination
with chemotherapy or erlotinib compared with chemotherapy alone for treatment
of recurrent or refractory non small-cell lung cancer. | Clin Oncol 2007;25(30):4743-50.
Abstract

Herbst RS et al. Phase I/1I trial evaluating the anti-vascular endothelial growth factor
monoclonal antibody bevacizumab in combination with the HER-1/epidermal growth
factor receptor tyrosine kinase inhibitor erlotinib for patients with recurrent non-
small-cell lung cancer. J Clin Oncol 2005;23(11):2544-55. Abstract

Scagliotti GV et al. A randomized phase III trial of cisplatin and pemetrexed versus
cisplatin and gemcitabine in patients with locally advanced or metastatic non-small cell
lung cancer. Proc 12" World Conference on Lung Cancer 2007;Abstract PRS-03.

Winton T et al. Vinorelbine plus cisplatin vs observation in resected non—small-cell lung
cancer. N Engl ] Med 2005;352:2589-97. Abstract

17



Lung Cancer Update — Issue 1, 2008

QUESTIONS (PLEASE CIRCLE ANSWER):
1.

ECOG-E4599 evaluated the addition of
bevacizumab to paclitaxel/carboplatin
as first-line therapy for patients with
NSCLC who did not have

a. Squamous cell tumors

b. Brain metastases

c. History of hemoptysis

d. All of the above

. The INTEREST trial compared gefitinib

to docetaxel as second-line therapy for
patients with metastatic NSCLC. The
efficacy of .
a. Gefitinib and docetaxel were
comparable
b. Gefitinib was more favorable than
that of docetaxel
c. Docetaxel was more favorable than
that of gefitinib

. ECOG-E1505 will evaluate adjuvant

with or without bevaci-
zumab for patients with completely
resected, Stage IB to I1IA NSCLC.
a. Cisplatin/gemcitabine
b. Cisplatin/vinorelbine
c. Cisplatin/docetaxel
d. All of the above

. HOG LUN 01-24 demonstrated that

consolidation therapy with docetaxel
improved survival for patients with Stage
IIIA/B NSCLC undergoing treatment
with cisplatin/etoposide and concurrent
radiation therapy.

a. True

b. False

. In the AVAIL trial, the addition of

to cisplatin/gemcitabine
improved progression-free survival for
patients with chemotherapy-naive,
advanced or recurrent NSCLC.
a. Bevacizumab at 7.5 mg/kg
b. Bevacizumab at 15 mg/kg
c. Bothaand b

6.

7.

10.

ZD6474 (vandetanib) is an oral
tyrosine kinase inhibitor.
a. EGFR
b. VEGFR
c. Bothaand b
d. None of the above

In a planned subset analysis of a Phase
11l trial presented by Scagliotti, overall
survival was longer with cisplatin/
pemetrexed than with cisplatin/
gemcitabine among patients with

a. Squamous cell carcinoma

b. Adenocarcinoma or large cell
carcinoma

c. Bothaand b

d. None of the above

. In SWOG-S0533, which of the following

characteristics defines high-risk status?
a. History of hemoptysis
b. Central tumor location or tumor
cavitation
c. Squamous histology
d. All of the above

. During the induction therapy phase

of SWOG-S0533, the three cohorts of
patients will receive no bevacizumab,
bevacizumab in the middle of induction
therapy or bevacizumab at the beginning
of induction therapy with cisplatin/
etoposide and radiation.

a. True

b. False

The Southwest Oncology Group (SWOG)
is currently evaluating the combination
of erlotinib and bevacizumab for patients
with Stage I1IB/IV NSCLC in .
a. Patients with BAC or
adenocarcinoma with BAC features
b. Never smokers
c. Bothaand b

Post-test answer key: 1d, 2a, 3d, 4b, 5c, 6c, 7b, 8d, 9a, 10c



EDUCATIONAL ASSESSMENT AND CREDIT FORM
Lung Cancer Update — Issue 1, 2008

Research To Practice is committed to providing valuable continuing education for oncology clinicians, and your
input is critical to helping us achieve this important goal. Please take the time to assess the activity you just

completed, with the assurance that your answers and suggestions are strictly confidential.

PART ONE — Please tell us about your experience with this educational activity

BEFORE completion of this activity, how would
you characterize your level of knowledge on
the following topics?

4 =Expert 3=Above average 2= Competent 1 = Insufficient

Selection of chemotherapy for the treat-

AFTER completion of this activity, how would
you characterize your level of knowledge on
the following topics?

4 =Expert 3=Above average 2= Competent 1 = Insufficient

Selection of chemotherapy for the treat-

ment of NSCLC in the adjuvant setting. .. .. 4321
Clinical trials evaluating biologic agents
for the treatment of NSCLC in the

ment of NSCLC in the adjuvant setting. .. .. 4321
Clinical trials evaluating biologic agents
for the treatment of NSCLC in the

adjuvant setting ............... ... ... ... 4321 adjuvant setting ............. ... .. ... 4321
Incorporating biologics into the treatment Incorporating biologics into the treatment

algorithm in the metastatic setting ........ 4321 algorithm in the metastatic setting ........ 4321
Identifying predictors of response to Identifying predictors of response to

EGFR inhibitors. ......................... 4321 EGFR inhibitors. . ........................ 4321

Was the activity evidence based, fair, balanced and free from commercial bias?
O Yes O No

Will this activity help you improve patient care?

O Yes O No O Not applicable

Did the activity meet your educational needs and expectations?
) Yes O No

Please respond to the following LEARNER statements by circling the appropriate selection:

4=Yes 3=Wilconsider 2=No 1=Alreadydoing N/M = Learning objective not met ~ N/A = Not applicable

As a result of this activity, 1 will:

Describe the key clinical and pathologic risk factors that influence clinician
selection of the medical and surgical management of lung cancer. ................. 4321 NM NA

Develop an evidence-based algorithm for the initial treatment of localized non-
small cell lung cancer (NSCLC), exploring the roles of neoadjuvant and adjuvant
SystemiC therapy. . .. ..o 4321 NM NA

Discuss the existing data and emerging research focusing on the optimal

management of locally advanced Stage Il NSCLC, incorporating the concepts

of induction chemotherapy, concomitant chemoradiation therapy and the role

of consolidation regimens. . ... ... 4321 NM NA

Review the existing research that supports alternative doses, formulations and
schedules of the commonly used adjuvant and metastatic chemotherapeutic

FEEIMENS. o\ttt et e e e e 4321 N/M NA
e Describe the emerging role of novel taxane delivery systems and associated

efficacy and tolerability findings. .. ... 4321 NM NA
e Review and critique the emerging clinical research data and ongoing trials

evaluating the future roles of novel molecular targeted agents in lung cancer. . ........ 4321 N/M NA

Describe the contributory roles of surgery, radiation therapy (local and
prophylactic cranial irradiation) and chemotherapy in the management

of limited- and/or extensive-stage SCLC. . ....... ... ... . i 4321 N/M NA
e Counsel appropriately selected patients about the availability of ongoing clinical
trial participation. . . ... 4321 NM NA

What other practice changes will you make or consider making as a result of this activity?



LCU108

EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

What additional information or training do you need on the activity topics or other oncology-
related topics?

May we include you in future assessments to evaluate the effectiveness of this activity?
O Yes @ No

PART TWO — Please tell us about the faculty for this educational activity

4 = Expert 3 = Above average 2 = Competent 1 = Insufficient
Faculty Knowledge of subject matter Effectiveness as an educator
Paul A Bunn Jr, MD 4 3 2 1 4 3 2 1
Nasser H Hanna, MD 4 3 2 1 4 3 2 1
Antoinette J Wozniak, MD 4 3 2 1 4 3 2 1

Please recommend additional faculty for future activities:

NI Specialty: ...
Degree:

O MD > DO (O PharmD O NP O BS O RN ) PA (O Other ......
Medical License/ME Number:............................... Last 4 Digits of SSN (required): ...........................
Street AdAress: ... ..o Box/Suite: ...

Research To Practice designates this educational activity for a maximum of 3 AMA PRA Category 1
Credit(s)™. Physicians should only claim credit commensurate with the extent of their participation
in the activity.

| certify my actual time spent to complete this educational activity to be hour(s).

SIgNatUIE: . .oDater...ooooo

To obtain a certificate of completion and receive credit for this activity, please complete
the Post-test, fill out the Educational Assessment and Credit Form and fax both to (800)
447-4310, or mail both to Research To Practice, One Biscayne Tower, 2 South Biscayne
Boulevard, Suite 3600, Miami, FL 33131. You may also complete the Post-test and
Educational Assessment online at www.LungCancerUpdate.com/CME.

20



Lung Cancer’

U PDATE

Editor/CME Director

Managing Editor

Scientific Director

Senior Director, Medical Affairs
Writers

Continuing Education Administrator for Nursing
Content Validation

Director, Creative and Copy Editing
Creative Manager
Graphic Designers

Senior Production Editor
Traffic Manager
Copy Editors

Production Managers

Audio Production

Web Master

Faculty Relations Manager
Contact Information

For CME/CNE Information

Copyright © 2008 Research To

The compact discs, Internet content and accompanying
printed material are protected by copyright. No part of this
program may be reproduced or transmitted in any form or by
any means, electronic or mechanical, including photocopying,
recording or utilizing any information storage and retrieval
system, without written permission from the copyright owner.

The opinions expressed are those of the presenters and are
not to be construed as those of the publisher or grantors.

Participants have an implied responsibility to use the newly
acquired information to enhance patient outcomes and their

Neil Love, MD

Kathryn Ault Ziel, PhD

Richard Kaderman, PhD

Aviva Asnis-Alibozek, PA-C, MPAS
Lilliam Sklaver Poltorack, PharmD
Douglas Paley

Marie Bialek, PharmD

Clayton Campbell

Anne Jacobson, MPH

Sally Bogert, RNC, WHCNP

Margaret Peng
Erin Wall

Aura Herrmann
Fernando Rendina
Jessica Benitez
Jason Cunnius
Tamara Dabney
Claudia Munoz
Alexis Oneca

Tere Sosa

Dave Amber

Margo Harris

David Hill

Rosemary Hulce

Kirsten Miller

Pat Morrissey/Havlin

Carol Peschke

Susan Petrone

Rena Chiarelli

Tracy Potter

Frank Cesarano

John Ribeiro

Melissa Vives

Neil Love, MD

Research To Practice

One Biscayne Tower

2 South Biscayne Boulevard, Suite 3600
Miami, FL 33131

Fax: (305) 377-9998

Email: DrNeilLove@ResearchToPractice.com
Email: CE@ResearchToPractice.com

Practice. All rights reserved.

own professional development. The information presented in
this activity is not meant to serve as a guideline for patient
management.

Any procedures, medications or other courses of diagnosis
or treatment discussed or suggested in this activity should
not be used by clinicians without evaluation of their patients’
conditions and possible contraindications or dangers in use,
review of any applicable manufacturer’s product information
and comparison with recommendations of other authorities.



Lung Cancer

U PDATE

Copyright © 2008 Research To Practice.
This program is supported by educational grants from Abraxis BioScience,
AstraZeneca Pharmaceuticals LP, Genentech BioOncology/
0S| Pharmaceuticals Inc and Sanofi-Aventis.

Research
To Practice®

Sponsored by Research To Practice.

Last review date: February 2008
Release date: February 2008
Expiration date: February 2009
Estimated time to complete: 3 hours






