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OVERVIEW OF ACTIVITY

Advances in the biologic understanding of renal cell cancer (RCC) and the emergence of clinical trial data with
targeted therapeutic agents have resulted in the availability of novel treatment strategies for this challenging disease.
In order to offer optimal patient care — including the option of clinical trial participation — the practicing medical or
urologic oncologist must be well informed of these rapidly evolving data sets. To bridge the gap between research
and patient care, Renal Cell Cancer Update utilizes one-on-one discussions with leading oncology investigators. By
providing access to the latest research developments and expert perspectives, this CME activity assists medical and
urologic oncologists with the formulation of up-to-date clinical management strategies.

LEARNING OBJECTIVES
e Apply an understanding of the biology of advanced RCC, including inactivation of the von Hippel-Lindau
tumor suppressor gene and the pathway leading to VEGF overexpression, to therapeutic decision-making.

e |dentify patient characteristics that may help to distinguish the individualized utility of nephrectomy in the era
of effective targeted therapies for metastatic renal cell carcinoma (mRCC).

e Apply the results of existing and emerging clinical research to the evidence-based selection of front-line and
subsequent therapy for mRCC.

e Develop an approach for the sequencing of therapies for advanced RCC, incorporating biologic response
modifiers, tyrosine kinase inhibitors (TKIs), anti-VEGF antibodies and mTOR inhibitors.

e Educate patients with mRCC about the safety and tolerability of VEGF TKIs, mTOR inhibitors and VEGF
monoclonal antibody therapy.

e Recommend supportive measures to enhance the tolerability of targeted therapeutic agents for RCC,
including the use of dose reductions, schedule changes or alternative therapies.

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

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 educational activity for a maximum of 2.5 AMA PRA Category 1 Credits™.
Physicians should only claim 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 informa-
tion, listen to the CDs and complete the Post-test and Educational Assessment and Credit Form located in the back
of this booklet or on our website at CME.ResearchToPractice.com.

This program is supported by educational grants from Bayer HealthCare Pharmaceuticals/Onyx
Pharmaceuticals Inc and Genentech BioOncology.

Last review date: October 2010; Release date: October 2010; Expiration date: October 2011

If you would like to discontinue your complimentary subscription to Renal Cell Cancer
Update, please email us at Info@ResearchToPractice.com, call us at (800) 648-8654 or fax us at
(305) 377-9998. Please include your full name and address, and we will remove you from
the mailing list.
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CONTENT VALIDATION AND DISCLOSURES

Research To Practice (RTP) is committed to providing its participants with high-quality, unbiased and
state-of-the-art education. We assess potential conflicts of interest with faculty, planners and managers
of CME activities. Real or apparent conflicts of interest are identified and resolved through a conflict of
interest resolution process. In addition, all activity content is reviewed by both a member of the RTP
scientific staff and an external, independent physician reviewer for fair balance, scientific objectivity of
studies referenced and patient care recommendations.

FACULTY — The following faculty (and their spouses/partners) reported real or apparent conflicts of
interest, which have been resolved through a conflict of interest resolution process: Dr Jonasch —
Advisory Committee: Bayer HealthCare Pharmaceuticals; Consulting Agreements: Genentech
BioOncology, Genomic Health Inc, Novartis Pharmaceuticals Corporation, Pfizer Inc. Dr Quinn —
Advisory Committee: AstraZeneca Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals,
Genentech BioOncology, Genomic Health Inc, Novartis Pharmaceuticals Corporation, Pfizer Inc, Roche
Laboratories Inc; Research Support: Millennium Pharmaceuticals Inc. Dr McDermott — Advisory
Committee: Bristol-Myers Squibb Company, Eisai Inc, Genentech BioOncology, Genzyme Corporation,
GlaxoSmithKline, Roche Laboratories Inc; Consulting Agreements: Biogen Idec, Wyeth. Dr Escudier —
Consulting Agreements and Honoraria: AVEO Pharmaceuticals, Bayer HealthCare Pharmaceuticals,
GlaxoSmithKline, Novartis Pharmaceuticals Corporation, Pfizer Inc, Roche Laboratories Inc.

EDITOR — Dr Love is president and CEO of Research To Practice, which receives funds in the form of educa-
tional grants to develop CME activities from the following commercial interests: Abraxis BioScience, Allos
Therapeutics, Amgen Inc, AstraZeneca Pharmaceuticals LP, Aureon Laboratories Inc, Bayer HealthCare
Pharmaceuticals/Onyx Pharmaceuticals Inc, Biogen Idec, Boehringer Ingelheim Pharmaceuticals Inc,
Bristol-Myers Squibb Company, Celgene Corporation, Cephalon Inc, Dendreon Corporation, Eisai
Inc, EMD Serono Inc, Genentech BioOncology, Genomic Health Inc, Genzyme Corporation, Lilly USA
LLC, Millennium Pharmaceuticals Inc, Monogram BioSciences Inc, Myriad Genetics Inc, Novartis
Pharmaceuticals Corporation, OSI Oncology, Sanofi-Aventis and Spectrum Pharmaceuticals Inc.
RESEARCH TO PRACTICE STAFF AND EXTERNAL REVIEWERS — The scientific staff and reviewers
for Research To Practice have no real or apparent conflicts of interest to disclose.

This educational activity contains discussion of published and/or investigational uses of agents that are
not indicated by the Food and Drug Administration. Research To Practice does not recommend the use
of any agent outside of the labeled indications. Please refer to the official prescribing information for each
product for discussion of approved indications, contraindications and warnings. The opinions expressed
are those of the presenters and are not to be construed as those of the publisher or grantors.
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QUESTIONS (PLEASE CIRCLE ANSWER):

1. In a Phase Il presurgical feasibility 6. The SELECT trial demonstrated that
study of bevacizumab for patients overexpression of carbonic anhydrase
with untreated mRCC, approximately 9 (CA9) is a predictive marker for

of patients experienced improved progression-free and overall
some degree of tumor shrinkage. survival in response to high-dose IL-2
a. 10 percent therapy in patients with mRCC.
b. 30 percent a. True
c. 50 percent b. False
d. 70 percent 7. Both sorafenib and sunitinib can cause

2. According to the product label, patients hand-foot skin reactions in patients with
intolerant to the standard dose of RCC.
sunitinib should have their dose initially a. True
reduced to b. False

a. 10 mg 8. The Phase Il TORAVA trial evaluated
b. 37.5 mg which of the following agents?
c. 50 mg a. Sunitinib

3. The randomized, adjuvant Phase b. Interferon and bevacizumab
11l ECOG-E2805 (ASSURE) trial is c. Temsirolimus and bevacizumab
evaluating versus d. All of the above
versus observation for patients with
resected RCC. P 9. The Phase Il PISCES trial evaluated

) o quality of life and patient preference
a. Bevac!zumab, mter_fe_ron with sunitinib versus for
b. Bevacizumab; erlotinib mRCC
c. Su_n!t|_n|b; sorafemb a. Sorafenib
d. Axitinib; sorafenib .
b. Pazopanib

4. The ongoing Phase Il COMPARZ trial is c. Axitinib
comparing to as . L . .
first-line therapy for patients with mRCC. 10. An ongoing t.".al. in Europe is eval_luatlng

Axitinib: fenib whether sunitinib therapy alone is
a. AXINID; soratenid noninferior to nephrectomy followed by
b. Bevacizumab; erlotinib sunitinib with regard to patient survival.
c. Pazopanib; sunitinib a. True
5. A study by Ryan and colleagues of b. False

sunitinib with erlotinib for patients
with advanced RCC reported that the
combination might be particularly active
in patients who have received prior
therapy.

a. IL-2

b. Bevacizumab

c. Pazopanib

11.

12,

Noninfectious pneumonitis, a potentially
serious adverse event, has been reported
in association with therapy.

a. mTOR inhibitor

b. VEGF TKI

c. VEGF monoclonal antibody

The ongoing Phase Il BeST trial is
comparing alone to three
different treatment doublets for patients
with mRCC.

a. Sorafenib

b. Sunitinib

c. Bevacizumab

d. Interferon

Post-test answer key: 1c, 2b, 3c, 4c, 5a, 6b, 7a, 8d, 9b, 10a, 1la, 12c



EDUCATIONAL ASSESSMENT AND CREDIT FORM
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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

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

BEFORE AFTER
Role of nephrectomy for mRCC in the era of effective
targeted therapies 4321 4321
Dose reduction, schedule change or alternative therapy for
patients intolerant to sunitinib 4321 4321
Sorafenib for elderly patients with RCC 4321 4321
Distinct side effects and tolerability of mTOR inhibitors 4321 4321
Presurgical bevacizumab for primary tumor downstaging in mRCC 4321 4321
ECOG-E2805 (ASSURE): Adjuvant sunitinib versus sorafenib versus
placebo for resected RCC 4321 4321

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

Will this activity help you improve patient care?
O Yes © No > Not applicable

Did the activity meet your educational needs and expectations?
© Yes @ No

Please respond to the following learning objectives (LOs) by circling the appropriate selection:
4 =Yes 3 =Will consider 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 Apply an understanding of the biology of advanced RCC, including inactivation
of the von Hippel-Lindau tumor suppressor gene and the pathway leading to
VEGF overexpression, to therapeutic decision-making. .. .................. 432 1 N/M NA

Identify patient characteristics that may help to distinguish the individualized
utility of nephrectomy in the era of effective targeted therapies for metastatic

renal cell carcinoma (MRCC). .. ... ... 432 1 N/M N/A
e Apply the results of existing and emerging clinical research to the evidence-
based selection of front-line and subsequent therapy for mRCC.. ............ 4 .32 1 N/M N/A

Develop an approach for the sequencing of therapies for advanced RCC,
incorporating biologic response modifiers, tyrosine kinase inhibitors (TKIs),

anti-VEGF antibodies and mTOR inhibitors. .. .......... ... .. ... ... . ... 432 1 N/M N/A
e Fducate patients with mRCC about the safety and tolerability of VEGF TKiIs,
mTOR inhibitors and VEGF monoclonal antibody therapy. .. ................ 432 1 N/M N/A

Recommend supportive measures to enhance the tolerability of targeted
therapeutic agents for RCC, including the use of dose reductions, schedule

changes or alternative therapies. . . ........... . . 4 32 1 N/M N/A
e Counsel appropriately selected patients with RCC about the availability of
ongoing clinical trial participation. . ........ ... .. . 432 1 N/M NA
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)
What other practice changes will you make or consider making as a result of this activity?

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

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.

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

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

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

4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal
Faculty Knowledge of subject matter Effectiveness as an educator
Eric Jonasch, MD 4 3 2 1 4 3 2 1
David | Quinn, MBBS, PhD 4 3 2 1 4 3 2 1
David F McDermott, MD 4 3 2 1 4 3 2 1
Bernard J Escudier, MD 4 3 2 1 4 3 2 1
Editor 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 ) PharmD O NP RN  OPA O Other ..o

Emails

Research To Practice designates this educational activity for a maximum of 2.5 AMA PRA Category
1 Credits™. Physicians should only claim credit commensurate with the extent of their participa-
tion in the activity.

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

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 CME.ResearchToPractice.com.
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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 photo-
copying, 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 own professional development. The informa-
tion 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 recommenda-
tions of other authorities.
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