ISSUE 1 - 2014

Current Controversies, Recent Developments and

Emerging Strategies in the Practical Management
of Non-Small Cell Lung Cancer

Proceedings from a Clinical
Investigator Think Tank

FACULTY
Chandra P Belani, MD
Ramaswamy Govindan, MD
John V Heymach, MD, PhD
Gregory J Riely, MD, PhD
Mark A Socinski, MD
David R Spigel, MD

MODERATOR
Neil Love, MD

CONTENTS
2 Audio CDs

From the publishers of:

Lung Cancer”

U P D A T E

CME

Certified

Subscribe to Podcasts or download MP3s of this program at ResearchToPractice.com/LCUTT114
Follow us at Facebook.com/ResearchToPractice " Follow us on Twitter @DrNeilLove
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Practical Management of Non-Small Cell Lung Cancer
A Continuing Medical Education Audio Program

OVERVIEW OF ACTIVITY

Lung cancer is increasingly being recognized as a heterogeneous group of tumors. Not long ago, it was clinically sufficient to
make a differentiation between small cell lung cancer and non-small cell lung cancer (NSCLC). Today, individualized treatment
decisions are increasingly driven by genetic biomarkers in addition to histological subtype and patient-specific characteristics.
Determining which treatment approach is most appropriate in a given case requires careful consideration of patient and disease
characteristics as well as available health system resources. To facilitate appropriate decision-making for the various presenta-
tions of NSCLC, oncology clinicians must be kept abreast of key research developments related to this rapidly evolving field. This
CME program uses a roundtable discussion with leading lung cancer clinical investigators to assist practicing clinicians in this
regard and ensure they are delivering state-of-the-art care.

LEARNING OBJECTIVES

e Describe emerging data on the efficacy and safety of tumor immunotherapy directed at the PD-1/PD-L1 pathway in lung
cancer, and consider this information when counseling patients regarding clinical trial participation.

e Assess new oncogenic pathways mediating the growth of unique NSCLC tumor subsets, and recall emerging data with
experimental agents exploiting these targets.

e Apply the results of existing and emerging clinical research to the multimodality treatment of Stage Il NSCLC.

e Develop an evidence-based approach to the selection of induction and maintenance biologic therapy and/or chemotherapy
for patients with advanced NSCLC.

o |dentify distinct subtypes of adenocarcinoma of the lung — including those with EGFR mutations, EML4-ALK gene fusions,
MET amplification and other recently identified driver mutations — and the approved and investigational treatment options
for patients with these mutations.

ACCREDITATION STATEMENT

Research To Practice is accredited by the Accreditation Council for Continuing Medical Education to provide continuing medical
education for physicians.

CREDIT DESIGNATION STATEMENT

Research To Practice designates this enduring material for a maximum of 2.75 AMA PRA Category 1 Credits™ . Physicians should
claim only the credit commensurate with the extent of their participation in the activity.

HOW TO USE THIS CME ACTIVITY
This CME activity contains an audio component. To receive credit, the participant should review the CME information, listen to

the CDs, complete the Post-test with a score of 70% or better and fill out the Educational Assessment and Credit Form located
in the back of this booklet or on our website at ResearchToPractice.com/LCUTT114/CME.

This activity is supported by educational grants from Astellas, Biodesix Inc, Genentech BioOncology, Lilly and Novartis
Pharmaceuticals Corporation.
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and research issues in the field of non-small
cell lung cancer.
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POST-TEST

Current Controversies, Recent Developments and Emerging Strategies in the
Practical Management of Non-Small Cell Lung Cancer

QUESTIONS (PLEASE CIRCLE ANSWER):

1.

A Phase | trial of the novel anti-PD-L1
antibody MPDL3280A for patients with
locally advanced or metastatic NSCLC
demonstrated that even patients with heavily
refractory disease (more than 2 lines of prior
systemic therapy) experienced a response
rate of approximately 20% to the anti-PD-L1
antibody.

a. True
b. False

. Ongoing clinical trials are evaluating the

anti-PD-1 antibody nivolumab versus
docetaxel for patients with previously treated
metastatic NSCLC.

a. Nonsquamous
b. Squamous
c. Bothaand b

. A Phase | trial of the novel ALK inhibitor

LDK378 in advanced, ALK-positive

NSCLC demonstrated that patients with
disease experienced an approx-

imate 60% response rate to the ALK inhibitor.

a. Crizotinib-resistant
b. Crizotinib-naive

c. Bothaand b

d. Neither a nor b

. A Phase I-ll trial of the second-generation

ALK inhibitor alectinib for patients with ALK
inhibitor-naive, ALK-rearranged advanced
NSCLC reported an approximate 93%
objective response rate to the ALK inhibitor.

a. True
b. False

. The Phase Il PointBreak trial evaluating

carboplatin/paclitaxel/bevacizumab followed
by bevacizumab maintenance therapy versus
carboplatin/pemetrexed/bevacizumab followed
by pemetrexed/bevacizumab maintenance
therapy demonstrated a statistically signifi-
cant difference in overall survival between the
2 arms.

a. True
b. False

6.

10.

The Phase Ill ECOG-E5508 trial is evaluating
maintenance therapy with bevacizumab or

alone or in combination after
induction therapy with carboplatin, paclitaxel
and bevacizumab for patients with advanced
nonsquamous NSCLC.

a. Erlotinib
b. Pemetrexed
c. Afatinib

. In the Phase 1l 0AM4558g trial of erlotinib

with or without onartuzumab as second- or
third-line therapy for patients with advanced
NSCLC, the combination of onartuzumab with
erlotinib significantly improved

compared to erlotinib alone in the subpopula-
tion of patients with high MET expression.

a. Progression-free survival
b. Overall survival

c. Bothaand b

d. Neither a nor b

. The Phase Ill MetLung study is investigating

with erlotinib versus placebo
with erlotinib for patients with advanced
MET-positive NSCLC.
a. Tivantinib
b. Onartuzumab
c. Gefitinib

. The results of the Phase 11l PROSE trial for

patients with inoperable NSCLC demon-
strated that patients with disease classified
as VeriStrat poor had a better overall survival
with chemotherapy than with erlotinib in the
second-line setting.

a. True
b. False

The Phase Il SQUIRE trial is investi-
gating cisplatin/gemcitabine with or without

as first-line therapy for Stage
IV squamous NSCLC.

a. Onartuzumab
b. Nab paclitaxel
c. Necitumumab



EDUCATIONAL ASSESSMENT AND CREDIT FORM

Current Controversies, Recent Developments and Emerging Strategies in the
Practical Management of Non-Small Cell Lung Cancer

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 1 — Please tell us about your experience with this educational activity

How would you characterize your level of knowledge on the following topics?
4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal

BEFORE AFTER
Clinical benefits, tolerability and planned and ongoing clinical trials of 4321 4321
anti-PD-1 and anti-PD-L1 antibodies in advanced NSCLC
INSPIRE: Results of a Phase Il trial of cisplatin/pemetrexed with or without 4321 4321
necitumumab as first-line therapy for Stage IV nonsquamous NSCLC
Phase Il trial results and ongoing studies (ECOG-E5508) evaluating 4321 4321
maintenance therapeutic approaches for advanced nonsquamous NSCLC
Early data with dabrafenib for BRAF-mutant, advanced NSCLC 4321 4321
Results of PROSE: A Phase lll trial of proteomic-stratified (VeriStrat)
second-line erlotinib versus chemotherapy for patients with 4321 4321

inoperable NSCLC

Was the activity evidence based, fair, balanced and free from commercial bias?
O Yes ™ No Ifno, please explain: ...

Please identify how you will change your practice as a result of completing this activity (select all that apply).
> This activity validated my current practice

> Create/revise protocols, policies and/or procedures

> Change the management and/or treatment of my patients

0 Other (please explain): ... .

) Yes © No Ifno, please explain: ...

Please respond to the following learning objectives (LOs) by circling the appropriate selection:
4 =Yes 3 =Willconsider 2=No 1=Already doing N/M =LO not met N/A = Not applicable
As a result of this activity, | will be able to:

e Describe emerging data on the efficacy and safety of tumor immunotherapy directed
at the PD-1/PD-L1 pathway in lung cancer, and consider this information when

counseling patients regarding clinical trial participation. . .. ............ ... ... .. ...... 432 1 N/M NA
e Assess new oncogenic pathways mediating the growth of unique NSCLC tumor subsets,

and recall emerging data with experimental agents exploiting these targets. .. ............ 432 1 N/M NA
e Apply the results of existing and emerging clinical research to the multimodality

treatment of Stage I NSCLC.. . .. ... . 432 1 N/M NA
e Develop an evidence-based approach to the selection of induction and maintenance

biologic therapy and/or chemotherapy for patients with advanced NSCLC. . .............. 432 1 N/M NA

Identify distinct subtypes of adenocarcinoma of the lung — including those with

EGFR mutations, EML4-ALK gene fusions, MET amplification and other recently

identified driver mutations — and the approved and investigational treatment

options for patients with these mutations. . .. ......... ... ... . . 4 321 N/M N/A
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

Please describe any clinical situations that you find difficult to manage or resolve that you would like to see
addressed in future educational activities:

Would you recommend this activity to a colleague?
O Yes @ No

As part of our ongoing, continuous quality-improvement effort, we conduct postactivity follow-up surveys to
assess the impact of our educational interventions on professional practice. Please indicate your willingness to
participate in such a survey.

) Yes, | am willing to participate in a follow-up survey.

> No, I am not willing to participate in a follow-up survey.

PART 2 — Please tell us about the faculty and moderator for this educational activity

4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal
Faculty Knowledge of subject matter Effectiveness as an educator
Chandra P Belani, MD 4 3 2 1 4 3 2 1
Ramaswamy Govindan, MD 4 3 2 1 4 3 2 1
John V Heymach, MD, PhD 4 3 2 1 4 3 2 1
Gregory J Riely, MD, PhD 4 3 2 1 4 3 2 1
Mark A Socinski, MD 4 3 2 1 4 3 2 1
David R Spigel, MD 4 3 2 1 4 3 2 1
Moderator Knowledge of subject matter Effectiveness as an educator
Neil Love, MD 4 3 2 1 4 3 2 1

Please recommend additional faculty for future activities:

Professional Designation:
) MD DO 3 PharmD O NP O RN O PA ) Other ..o

Research To Practice designates this enduring material for a maximum of 2.75 AMA PRA Category 1 Credits™.
Physicians should claim only the 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).

Signature:. ... o Dater....oo

The expiration date for this activity is March 2015. 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.ResearchToPractice.com/LCUTT114/CME.
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